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PROCEEDI NGS

UPDATE _AND OVERVI EW

DR. CHI LDRESS: Welcone to the NBAC s Human Research
Subj ects Subcommttee. W are pleased to have all of you with us
today as we go through a fairly long and | think inportant agenda.

Before we tal k about what we are going to do today Dr.
Harol d Shapiro, Chair of the National Bioethics Advisory Conm ssion,
w Il talk about sone general NBAC busi ness.

DR. SHAPI RO Thank you very nuch and |let ne extend ny
own wel cone to everyone who is here with us today and to al so ny
fell ow comm ssi on nenbers, nost of whom | have not seen over the

sumer. It is really good to see you again. | was just saying to
Alta just a short while ago | really m ssed everybody after the |ong
series of neetings. | felt sonmething mssing in ny life not seeing

you all on a nore regular basis but we have a heavy agenda this
com ng year so that should be resolved very shortly begi nning today.

The general business and situation of the conm ssion, |
t hi nk, continues to be in very good shape. W are near appointing a
per manent executive director and you will hear nore about that in
t he subsequent days, the next week or the week after that, and that
will be an inportant mlestone for us.

Al so | hope everyone has | ooked at what we passed out, a
review of our colleague Eric's book which | congratul ate himand
| ook forward to reading it. | have not yet had a chance to read it
but I intend to do so.

Today's neeting of this subcommttee are really quite
i nportant since we are hoping, as Jimwll be telling you shortly,
to at least issue one report fromthis subconmttee late this
cal endar year and that we will have to see as a result of today's
meeting if that is a reality or whether we want to do it somewhat
| ater than that.

| am preparing a report of the comm ssion's first year
which I will be circulating to comm ssion nenbers within the next
three to four weeks for your comments. | hope to issue that sone
time in Novenber perhaps. It just tries to give a flavor of the
commttee's work and our future agenda as it is unfolding. So you
should all receive an initial draft of that really quite shortly in
t he next few weeks or so.

Finally, we do have to begin thinking through the
evol ution of our agenda properly. W are all very busy with our
ongoi ng projects right now and they will not be resol ved probably
through the m ddl e of next year. Resolved in the sense of resulting
in areport on this issues. However, it is not too early to begin
t hi nki ng about the next itens on our agenda.

As you all know, we have many candi dates that are being
pressed upon us and others which we mght feel pretty strongly
about. So you will all receive a communication fromnme also in the



next couple of weeks asking you to think about that and see what

ki nds of ideas you have. That |I look at as really our next
inportant item of business in selecting our next agenda itens. Qur
first few agenda itens so to speak have been provided for us either
by the President's Executive Order or by events that transpired in
the word of bioethics and so on but now we have an opportunity to
think carefully about crafting our own agenda and that is a very

i nportant item of business which | would like to turn to in the next
few weeks. So if you could begin thinking about that and noting
down things that you are concerned about that would be extrenely
hel pful .

So | ook forward to today's neeting. | know there is
going to be sone conflict for sone of you as we get to 3:00 o' clock
this afternoon. You may want to attend two neetings at once. That
is not yet quite possible but who knows. Science continues to
devel op. But this afternoon you wll have to make up your own m nds
on that.

| also want to apol ogi ze, especially to the nenbers of
the Genetics Subcommittee, that I, nyself, will not be here tonorrow
nmorni ng but that | amsure Professor Murray will carry on that
commttee's work very effectively.

So, Jim thank you very nmuch for these few nonents.
| ook forward to today's neeting.

DR. CHI LDRESS: Thank you, Harol d.

The agenda is a full one. W wll start in just a
moment with a presentation by Dr. Robert Tenple and di scussion with
hi m on the inportance of placebo-controlled or other difference-
showi ng trials.

After that discussion we wll spend the rest of the
nmorni ng hearing public testinony on the issue of research involving
cognitively inpaired or decision inpaired subjects. A topic that we
have al ready addressed in different ways with the presentati ons by
researchers, by contractors, and by ot her people who have thought
about this area.

Since we hope to nove forward in drafting a report and
recomendations in this area we thought we could not do so without a
nmore systematic public hearing and thus we will spend this norning
doi ng that.

Then we will turn this afternoon to our own sustai ned
di scussion of the kinds of issues involved with particular reference
to the way Dr. Mdreno identified the issues, the way Rebecca Dresser
identified the issues, to try to determ ne where we want to go in
the report. This will be the first chance for us to really spend
sone time thinking about what we believe m ght be inportant
di rections.

We had thought at one point about trying to have this
report done in |late Novenber. There is a good reason for not
shooting for that date but trying to nove along as speedily as we
can. The National Institute of Mental Health, and Dr. Rex Cowdry is



here, wll be sponsoring a conference on Decenber the 2nd and 3rd,
and I will pass out later this norning or this afternoon when we
turn to our discussion the schedule for the two days on Decenber the
2nd and the 3rd.

At this point there is a schedul ed neeting of NBAC on
Decenber the 1st and then this neeting will be on Decenber 2nd and
3rd so we will talk further with Harold about the scheduling that
m ght be possible for several of us to be available for that.

Dr. Cowdry, would you like to say sonething about that
conference at this point?

DR. Cowdry: Sure. The approach that we have taken to
this is try to address the issues that were raised in the
regul ations that were directed at this population in a nonregul atory
way building on the IRB structure and trying to provide a bit nore
structured guidance if you will to I RB nenbers who are required by
the current regul ations to address whet her special protections are
needed for individuals who may have sone degree of cognitive
i npai r ment .

The structure of it wll be sonmewhat simlar to a
consensus conference in that materials will go out to a group of
panel nenbers who represent an array of disciplines, many of whom
have experience serving on an IRB, which we felt was inportant to
the perspective of this.

Then at the close of the neeting we will develop a
series of, if you wll, suggestions about best or alternative
practices, of ways that IRBs can fulfill their responsibility
| ooking at the ethical and practical issues of assessing capacity to
consent on the one hand and, secondly, whether there are ways of
i nproving a participant's understandi ng of the research. And then,
thirdly, some potential conflict of interest issues that arise in
the context of this research

We considered a fourth i ssue and decided that the best
approach to that is through a different route, nanely the issues of
research design which have been sonewhat controversi al
Particularly the use of placebo controls in sone kinds of trials.
We actually believe that is an issue that we need to address in a
different way together with the FDA because so nuch of those issues
are intimately tied up with the drug approval process.

So we |l ook forward to a stinulating couple of days. W
hope that out of that will cone a series of ways in which the |IRBs
can fulfill their obligations under the current regulations and we
will be delighted to hear fromyou all. W wll have al so an
opportunity for public comment early on in the process to provide
that kind of input into the panel nenbers' deliberations.

DR. CHI LDRESS: Good. Thank you.

Any questions for Dr. Cowdry?

Did everyone get a copy of the schedule, | guess, passed
around?

Thank you very much. W |look forward to that.



DR. Cowdry: Thank you.

DR. CHI LDRESS: So that could provide an inportant
context for finishing our deliberations so that may suggest an
opportunity for the first of the year for a report and
recommendations from our subcommttee and from NBAC.

Then the one mandated task we have is to nake a report
on the federal agency protection of human subjects, including but
not limted to conpliance with the "Common Rule" and we have been
very fortunate to have had Bill Freeman, Joe Mangel and Emly
Feinstein, joined in the witing by Susan Katz and al so in sone of
the interviews by Jonathan Moreno, working on this report and the
draft has been circulated and we will talk about that this
afternoon. So we are very pleased wth the kind of progress our
staff has made on this with input from NBAC and we | ook forward to a
di scussion of that |ater today.

So that is our plan for today. W have other things on
our long-term agenda and short-term agenda. Harold nentioned the
need for us to set sonme priorities but let nme just nention sone of
the things we have that we can tal k about |ater today as to whether
t hese woul d be topics we would tal k about in Cctober.

We have now received Celia Fischer's fine paper on
rel ational ethics and putting vulnerability in that context. W are
in discussion with a person about a contract paper on comrunity that
woul d be inmportant for flushing this out. And wth another
phi | osopher for a phil osophical analysis of vulnerability. So we
have that range of issues to | ook at.

We, also, last tinme agreed to spend sone tinme | ooking at
t he placenent of OPRR and two contracts have been awar ded.

That is definite now, is that right?

Ms. Hyatt-Knorr: They are going to be awarded.

DR. CHI LDRESS: They are going to be awarded. | am
sorry. They are going to be awarded on pro and con and we still
trying to find soneone who woul d do a di scussion of the possible
role of OPRR and dealing with private funded research

A third topic is international research. This was
raised at the last neeting. W sketched a kind of procedure for
further discussion of this. The New Engl and Journal of Medicine
t oday has an extended discussion of this topic. Several have
t hought that it mght quite appropriate to spend a fair anmount of
time at the October 19th neeting dealing with this and we can talk
| ater today about how to proceed, whether even though it woul d be
only a nonth away we m ght be get sonme contract thought papers that
coul d hel p gui de us.

Anot her topic working is an assessnent of the very
inmportant front |line nmechanismof IRB's. W indicated |ast tine
that we thought it would be inportant to get at |east the
prelimnary results of the "A" study and the O fice of the Inspector
CGeneral study. Prelimnary results should be avail able by the end
of the year. W need to |ook at those and then determ ne what el se




we need to do in order to nake an assessnment of this nmechani smt hat
is so inportant for protection of human subjects and for
facilitating research.

So those are at |east sonme of the things that we have to
| ook at and we will cone back this afternoon and we w Il talk about
sort of how to proceed but | wanted to at | east get those things out
before us this norning.

Any comments or questions now before we turn to Dr.

Tenpl e?

Al right. | amvery pleased to have with us Dr. Robert
Tenpl e, who is Associate Director for Medical Policy at the Center
for Drug Eval uation and Research at the FDA

Dr. Tenple, thank you very nmuch for joining us today.

THE | MPORTANCE OF PLACEBO CONTROLLED
(OR OTHER DI FFERENCE- SHON NG TRIALS

DR. TEMPLE: Good norning, everybody.

(Slide.)

That is sort of an alternative title from another talk
but what | am going to be tal king about today, and it is a pleasure
to be here to do that, is sone of the ethical and practica
considerations in the use of placebo controls. As ny title |I gave
you indicated it is not so nuch placebos, it is the difference
between trials that show a difference between the two treatnments and
trials that in sone way do not show a difference but rely on a
show ng of equival ents.

(Slide.)

The major topics | amgoing to talk about is FDA
responsibilities very briefly, some of the ethical issues and
concerns related to the use of placebos, what the need for placebo
or other different showng trials is, that is why is this even an
i ssue, and what the problens are with the alternative design that
many woul d propose, that is an active control equival ence trial.

Finally, to the extent there is tinme, | will try to talk
about designs of placebo control trials that can void sone of the
ethical and practical problens that allow you to use a trial that
has a different show ng design but that nakes for a nore confortable
sort of trial design and m nim zes placebo exposure and so on.

And then finally tal k about how equi val ence trials can
be supported because there are a nunber of inportant situations in
whi ch equi val ence trials are, in fact, the norm

Just before | get to that the major pertinent
responsibilities of the Food and Drug Adm nistration that relate to
this discussion are that we are obliged to determne that a drug is
effective for its stated uses before we approve it for marketing.
One of our major responsibilities in explaining howto do that the
law requires that this showi ng of effectiveness be based on adequate
and wel | -control |l ed studies and in regul ati ons descri bing those
studies we identify five different kinds of control groups that
could be used in those well-controlled studies.




(Slide.)

Pl acebo, no treatnment, which is simlar to, you know,
gi ving peopl e an inactive substance. A dose response study, an
active control study and a historically control study. People are
of ten skeptical about historically control trials and those are
sonetinmes called uncontrolled trials but we recogni ze the
possibility that there are circunstances in which historically
control trials can be persuasive.

In addition to having to deci de on whether a drug can be
mar keted or not we also nonitor the process of drug study, the
i nvestigational process, under what are called INDs. W focus
principally on subject safety during that period of tinme. Trials
that are carried out should not expose patients to undue risks.
They shoul d have appropriate nonitoring. They have to invol ve
i nformed consent and approval by an institutional review board. W
will stop a study if it places at people at inappropriate risk and
also in sone cases if it is inadequately designed to do its job

(Slide.)
Now t he ethical issue with placebos is this, the
principle ethical issue anyway: |If there is a known effective

therapy for a condition is it ethical to deny this treatnent to sone
patients in a clinical trial, which of course you do if you
random ze sone of themto a placebo. This concern probably exists
apart fromthe Declaration of Helsinki but it certainly is supported
in some people's view by a phrase in the Declaration of Hel sink

that was added in 1975 that says in any nedical study every patient,
i ncludi ng those of a control group, if any, should be assured the
best proven di agnostic and therapeutic nethod.

The question that arises at least in our viewis doesn't
it mtter what condition you are tal king about?

(Slide.)

Now sone peopl e, notably Ken Rothnman and Karen M chael s
in the New England Journal in 1974 argued that the Declaration has
to be read literally and if you read it literally the condition
being treated does not matter at all. That if there is a known
effective therapy you sinply nust give it to everyone in the trial.

Now you wi || probably find these exanples self-serving
and | acknow edge that but that neans you cannot do pl acebo control
trials of hair |oss because Rogaine exists and it is effective. You
cannot do pl acebo control trials of antihistam nes in seasonal
all ergy because after all we have effective antihistamnes. You
cannot study headache, you cannot study insomia, anxiety,
out pati ent depression, obsessive conpul sive disease, those are
probably nore potentially controversial, but basically you cannot
study anything if there is an existing therapy.

It is worth noting that if you read the Decl aration of

Hel sinki literally you cannot do active control trials either
because the people getting the new drug are not getting the best
avai |l abl e known therapy. |In a sense you cannot even do a



historically control trial because again the people are not getting
t he best avail abl e therapy.

(Slide.)

You can probably tell what | believe frommy exanples
but what E-10 refers is the International Conference of
Har noni zati on Docunent that is under devel opnent. | would say what
we have long said and believed is that if you -- we do not think the
Decl arati on of Hel sinki neant what Dr. Rothman thinks it neant. The
change in 1975 did not cone advertised as we think there are too
many placebo control trials and we want to stop them It was
intended to rem nd physicians that there is a patient in this trial
and that they owe them appropriate attention, which is a point one
could hardly disagree wth.

But it has been our conclusion and this is reaching a
certain degree of international acceptance that wth inforned
consent and appropriate review by an IRB patients can be asked to
participate in placebo control trials even if there is existing
therapy when the risk of a lack of treatnent is only disconfort.

You cannot ask a patient to sacrifice his Iife by avoiding known
treatment. That is an entirely different matter. O his health,

you cannot expose themto irreversible damage. But you can ask them
to participate if a disconfort of sonme kind is the worse thing that
can happen to them

Qobviously patients in a trial have to be nmade fully
aware that they can |l eave the trial. They have to be told that
there is existing therapy. Al of those things are sort of obvious.

It is, therefore, our belief that at |east nost
psychiatric conditions, outpatient depression, obsessive conpul sive
di sease, panic disorder, anxiety and so on can be studied in placebo
control trials. Angina pectoris can be studied in placebo control
trials. W actually have a | arge netaanal ysis of all the placebo
control trials done sone years ago that show no harm cane to people
who were random zed to placebo. They actually had fewer side
effects.

(Slide.)

Now t here are a nunber of situations, including
i nportant ones, where one would |like to devel op new t herapi es where
you sinply cannot carry out a placebo control trial. You cannot do
post infarction trials of thronbolytics or beta bl ockers or aspirin
or ACE inhibitors at least in people with ventricular dysfunction
because all of those treatnents have been shown to inprove surviva
or prevent new heart attacks. You cannot ask people not to take
that therapy. You cannot forego antibiotic prophylaxis in dirty
surgery. You cannot treat |eukem cs or testicular cancer. You
cannot | eave at | east noderate to severe hypertensives untreated.

By now with the progress of treatnent of congestive
heart failure with ACE inhibitors al nost any degree of heart failure
probably needs to be treated. At |east you would not want to defer
treatnent for nore than a very short period.



But it is also true for reasons | will explain that
doi ng an equivalence trial in these settings may not be informative
so we are sort of as a community kind of stuck. You cannot do the
trials and there is not any good way to get the data or at | east
t here does not seemto be.

(Slide.)

Qur response | would say to the Rothman fornulation is
t hat whet her a placebo control trial can be carried out is a matter
of sonme degree of judgnent. You cannot expose people to harm but
you can ask themto accept disconfort. There are a nunber of
situations in which people could have an honest debate about whet her
it is normally the treatnment that prevents harm and different
communities reach different concl usions.

The treatnment of nost solid tunors is not very
effective. In this country we treat them nonetheless as a rule
because you can shrink the tunor briefly in many cases. In nuch of
Europe those treatnents are foregone. So the attitude toward how to
do a trial of a new antitunor agent could be different depending on
whi ch side of the Atlantic you are on because there is a different
view of the degree of effectiveness.

As you already know there is considerabl e discussion of
schi zophreni a. People have a debate about use of a placebo in mld
hypertension and it m ght well depend on the duration of the trial.
| do not think people would feel unhappy about a four week trial but
as the trial got |onger they woul d.

There has been a debate about whether it is essential to
treat patients with antienetics in severely enetigenic cancer
chenot herapy. That seens like a legitimte di scussion. That
actually is one area where you probably could | earn froman active
control trial

Can you use thronbol ytics? Can you use a pl acebo
controlled trial of thronbolytics after 12 hours? The benefici al
effects of thronbolytics after 12 hours are not well descri bed.
There are risks of thronbolytics. Sone people would say we really
do not know the answer yet. O her people would say the evidence
prior to 12 hours really makes that an unconfortable study. Sone
peopl e that aspirin has been shown to provide primary prevention of
heart attacks. W on the whole do not think so and the people who
carried out the major study do not think so but there are others who
m ght disagree. So these are all areas where it is a matter of
j udgnent .

(Slide.)

Let me turn nowto why it matters at all. If you could
just carry out an active control trial to show that one drug is
i ndi sti ngui shabl e from anot her and concl ude that the new drug works
just as well as the previous drug and that it is effective we would
not have a problemwth that. |[If that was a satisfactory approach
the i ssue woul d not be di scussed because other things being equal
you woul d probably rather give everybody therapy.



The trouble is, as | will explain, that trials that do
not show a difference between therapies are often difficult to

interpret. Again it is not placebos that are so nuch the issue. It
is the showng of a difference. A dose response study with a
positive slope is a perfectly interpretable trial. Being superior
to an active therapy is always interpretable. It is the ability to
show a di fference between treatnments that is critical

(Slide.)

Studi es that are designed to show equi val ence have three
principle problens. The first two are the nost inportant. The
third can be overcone. One is the historical assunption, that is an
assunption has to be derived fromoutside the study, that the trial
had assay sensitivity and I wll explain what | mean by that in a
noment .

Second, there is a lack of incentives to carry out an
excel l ent study which is a potential problem

Third, there is not any theoretical or actual way to say
what a statistically significant simlarity is. You have to define
it anew for each study and the result is that the trials get to be
quite large and there is sone uncertainty about it but one could
overcone that if that was the only probl em

(Slide.)

Now t he nmost inportant problemw th a historically
controlled trial is that you have to make a critical assunption and
that assunption is that had there been a placebo in that trial the
control drug that you are using, the drug that you think is active,
woul d have been shown superior to it. In other words, this was a
trial that can distinguish active frominactive drugs. Now that
m ght seem |ike a question one should never ask. W are talking
about drugs that are known to be effective. But the fact is that
effective drugs are not effective every time we study themfor
reasons that you often cannot put your finger on. | wll give you a
| ot of exanples of how that happens show ng that that is the case.

So you have to bring external information to bear on the
study to interpret it. |In other words, if you see that there is no
difference of a certain size between two drugs in an active control
trial you have to be able to say, "Well, this trial could have
di stinguished a difference of X or Y and did not, therefore, | am
confident that | nust have shown the drug is effective.” But you
have to be able to say with sonme assurance that the drug woul d have,
in fact, distinguished a difference of a certain kind. A quick way
of saying that is that it would have beaten the placebo had a
pl acebo been there.

VWhat this means is that every active control trial has
el enents of a historically control trial. As | wll say, sonetines
this is obvious. You can tell the difference between an active drug
and a placebo in treating urinary tract infections. Uinary tract
i nfections do not disappear in five days by thensel ves for the nost
part. That is not hard. Tunors do not shrink by thensel ves, at



| east hardly ever. And you can understand what the active drug did
in that case.

But if you are treating sonmething with a variable course
that has a big placebo response it nay be very hard to tell.

(Slide.)

Now this is not a new observation. It has been known
for a long tinme by people who deal with diseases that are self-
limted and variable and resolved. So | nore or less like to quote
a wel |l -known anal gesiologist. The title is because he was in the
roomand | was sort of slightly teasing him This is Lou Lasagna
who has been in the clinical trials business for a very long tine.

VWhat he says is that in nedical situations that are not
critical one can -- sorry. He is saying, "In certain situations you
may not be able to use placebo and you can justify a conparison
bet ween a new drug and standard even if you do not think you could
use a placebo.” But that sort of trial is convincing only when the
new renmedy is superior to the standard treatnent.

If it is inferior or even indistinguishable you cannot
really interpret the results because in the absence of a placebo you
do not know if the inferior new nedicine has any efficacy at all and
equi val ent performance may reflect sinply a patient popul ati on that
cannot di stinguish between two active treatnents that differ even a
ot or, in fact, between active drugs and pl acebo.

(Slide.)

Certain clinical conditions such as serious depressive
states are notoriously difficult to eval uate because of the delay in
drug effects and the high rate of spontaneous inprovenent. Even
known renedi es are not readily distinguishable from placebo in
control trials. How nuch solace can one derive froma trial shows
no difference between a new putative antidepressant and a standard
tricyclic. A very conpact and efficient way to do it.

VWhat | wanted to illustrate for a while and | will try
to be conscious of tinme and not show all of themin detail are how
right Dr. Lasagna was.

(Slide.)

Anyway because of this concern we have actually noted in
regul ations that if the goal was to show that no difference between
treatnments is informative you have to give us sone reason to believe
that trial could have distinguished active drug from placebo. So
this has been recogni zed since 1985.

(Slide.)

The general problemis recognized all over the world.
Current guidance for antidepressant drugs and anti psychotic drugs
out of Europe reflects the sane concern with the need to use
pl acebos.

(Slide.)
VWhat this is, is a slide showng the results of six
studies in depression. The trials -- the neasurenent | am show ng

is the HAM D score, a standard neasure of inpression. And in these

10



trials they have been used as a common baseline. That is not
critical to this discussion.

All three trials used a new drug call ed Nonaphasi ne
which is no | onger on the market because it is toxic but it is an
effective antidepressant. |Impramne, a standard anti depressant.
And what | am showing you is just the conparison of the two drugs.
Now all of these six trials included a third arm They also had a
pl acebo but | am not show ng you that yet.

What | want to show you is that in each of the trials
there was a nice fall on therapy at four weeks frombaseline to a
much | ower val ue, a change of about ten points on the HAM D score.
That is fairly typical for trials. And that the new drug and
| m pram ne are al nost identical in every case.

So you would interpret these trials as show ng that the
two treatnments are equivalent and if you believe that was neani ngf ul
you woul d say, oh, this drug nust work.

(Slide.)

| have now added in the placebo group. Wat you can see
is that for five out of the six trials there is basically no
difference. Sone of themlean slightly in favor of drugs and sone
of themlean slightly in favor of placebo. There is no difference
bet ween the active drugs and the placebo except in one tiny trial.
Wth only seven patients per group, far too small for anybody -- no
one would design a trial that way today but that trial was easily
abl e to distinguish the placebo which had very little effect from
the two active drugs and the other two did not show anythi ng which
tells you that equivalence is not very informative.

(Slide.)

| think I do not have tine to go through all of the
exanples. These are trials of Nefazadone, a nore recent drug. The
trials are considerably larger. They are 40 and 80. And what you
see is a pattern in which sonetines you can show an effect and
sonetinmes you cannot. 4A and B were identical trials. This is
Nef azadone, 600 ngs. 300 probably is a borderline dose. But 600
nmgs in this trial produces a change al nost identical to placebo. 1In
this trial it produces a change that is considerably |arger and that
is significant. None of the effects are very huge which is worth
not i ng.

In this trial, 002, Impramne, that is a standard
conparison agent, is nore effective than placebo. The effect is
fairly small. That is worth noting but the trial is big so we have
managed to show it.

(Slide.)

In other trials, 006-1 and 006-2, are essentially
identical trials. [Impramne cannot be distinguished from pl acebo.
In this trial it easily can and so on. | wll not dwell on that.

What | did do was | ook at about the |ast three years of
psychotropic drug trials and what | have -- sorry for ny |ack of
coordination -- and tried to show the failure rate for trials. So

11



this is the condition. These are the drugs. This is the

approxi mate size per group in the trials. And these are the failure
rates. So for Venl af axi ne sl ow rel ease, one out of three trials
coul d not distinguish drug from placebo. For Mrtazipine, a drug we
certainly think works, five out of the ten could not distinguish.
And the active control, Trazadone, could not distinguish. But al

of the amtrypyline trials in this case were effective. | showed
you Nef azadone.

For Bupropion slow rel ease, a dose that is at the | ow
end of 300 ngs, one we certainly thinks work, none of three trials
were able to show that the drug worked even though there were 100 to
150 patients per group. Those were huge depression trials but they
were not able to show anything. | should say we approved it anyway
because it gave blood levels simlar to the imedi ate rel ease and we
t hought it worked.

(Slide.)

In psychosis we have | ooked at three drugs recently.
Queti api ne, O anzapine and Sertindole. Quetiapine is not approved
yet but it has gotten a statenent that it is approvable. One out of
two trials of a dose that we are quite sure with a sanple size of
200 patients, it is a huge trial, was unable to distinguish the
effectiveness of a reginen that worked in many other trials.

A anzapi ne, one out of three trials failed. One out of
two trials with Halparinole with a group size of about 50 fail ed.
Sertindol e, one out of four trials fail ed.

It is hard to know whet her you could define a sanple
size that would assure you that they would al ways work but what you
can say is that nobody has done it yet.

I n obsessive conpul sive di sease one out of four trials
with Sertraline and one out of three with Paroxetine fail ed.

Cl om pram ne, however, was positive in both of those trials. These
are quite large trials, 85 people per group.

(Slide.)

Well, et me nove on. This is not a factor only in
psychotropic drugs. This is one of two |arge heart failure trials
with Enalapril. There seened little doubt that Enalapril and ot her

ACE inhibitors are effective in treating the synptons and al so the
survi val consequences of heart failure. A European trial showed a
cl ear drug effect.

The donestic trial, however, |ooking at exercise
duration, which was the primary neasurenent, showed essentially the
sanme effect in both cases. |If you tried to |look at only sick people
you got a better trend but it was still not significant because the
sanpl e size was reduced. There were two different ways of neasuring
ejection fraction, one | ooked good and one did not.

Wy this cane out this way | have no idea. It |ooked
i ke a perfectly excellent trial but that is howit canme out.
(Slide.)

In getting ready for a recent consideration of a beta
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bl ocker called Carvalol, which failed to show i nprovenent on
exercise in all of the three large trials that |ooked at that

endpoi nt, although they had succeeded in a small 50 patient per
group trial, MIton Packer, who is the head of cardiol ogy and
cardi ol ogy research at Col unbia revi ewed based on FDA reviews the
results of studies of heart failure for four ACE inhibitors and one
other drug. He only |ooked at parallel placebo control trials.

What he found was that on any neasurenent you coul d nane
the trials were highly inconsistent even though we know t hese drugs
do, in fact, work because of the overall database. On exercise
tol erance, and the drugs are not naned, but one out of two, one out
of two, one out of three, two out of four, two out of three showed -
- these are the ones that were successful so these are successful
drugs.

For synptons they did on the whole better but not al
that good and on synptons the trials failed. |If you | ook at New
York Heart Association classification or global evaluations they,
too, were inconsistent. This again is for a class of drugs that we
all believe on the basis of well controlled studies works.

DR. CHI LDRESS: Dr. Tenple, we will have to nove al ong
faster because we only set aside 30 mnutes and | think we are up
about over 20 now for your presentation. So if you could nove
t hrough and get themto the | arger argunent you were making so we
w Il have a chance to rai se sone questions that woul d be hel pful

DR. TEMPLE: Ckay. Well, | amdistressed by that. You
are hearing ny larger argunent. The sane exanples are in --
DR. CHI LDRESS: Fewer illustrations then | guess.

DR. TEMPLE: Ckay. That is fine.

Anyway if you cannot be quite sure that the positive
control would have been effective in a trial you cannot nake the
cruci al assunption that you need to nake.

(Slide.)

There is a second problem | will just go over this
briefly, when you are trying to show a difference between therapies
your behavior as an investigator or as a designer of trials is all
designed to nmake it as certain as possible you can show a
difference. So you assure good conpliance and you nmake sure the
peopl e have the di sease. You exclude people who have rapid major
pl acebo responses because everything you are doing is designed to
make sure that you can show the difference. | nean, you do not want
variability. Your behavior fromour point of viewis sort of
automatically excellent.

And all of these exanples that | showed you of failures
to show difference in drug and pl acebo arose when people were trying

as hard as they could. | think it is fairly obviously that if they
have little incentive to do that, and you could if you were cynica
say they have no incentive at all, you could worry that the trials

will not even be as good as that when the goal is to show no
di fference between treatnents.
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(Slide.)

| think I will not get into this but if you try to
design these trials so that they are credible and so that they show
that the two drugs are very close to each other you end up with very
| arge sanple sizes. Now that is not a problemand it may be easier
to recruit people for an active control trial so |l will not dwell on
t hat .

(Slide.)

| will go through these very quickly. | will just
mention them and you can ask nme about themlater. Even if it is
ethical to do a trial that deprives people of therapy that is
avai |l abl e that does not nean that they want to enter it and it does
not nean that physicians want to enter into it even if it is
ethical. So it is worth thinking about trial designs that can all ow
you to show a difference between treatnents but that make people
nore confortable or in sone cases resolve the ethical problem

What these are, just a few of them one is an add-on
trial. In heart failure nowadays, for exanple, you cannot deny
peopl e ACE inhibitor treatnment but if you have anot her drug you
could add it to that treatnent and conpare it to placebo as an
addition to other therapy. Everybody gets what is known and you
still show a difference between trials. That is how antiepileptic
drugs are devel oped now. You do not deprive people of antiepileptic
therapy, you add to the situation that is there and conpare it.

(Slide.)

It is always good to beat the standard therapy. The
@GUSTO study showed how that was done. You could do that with
Oneprazole. You can beat standard therapy show ng the dose response
is good but you cannot be cynical and use an inadequate dose on
purpose. It is only reasonable to do dose response when there is a
reason to want to know the dose response. You can study a subset of
a popul ati on not known to benefit fromthe standard therapy because
then you are not depriving them of anything that woul d do them any
good.

(Slide.)

| want to nmention early escape and random zed w t hdrawal
studies. Just briefly these are situations where you mnimze the
duration of exposure to placebo. 1In an early escape study, say in
depression, that would nean that as soon as a person failed to
i nprove after three weeks they would | eave the study as a failure
and you would count failures. That would nean that you woul d not
have to wait the whole six weeks. You have |earned that the drug
was not working in a reasonable tinme. O course, three weeks has to
be | ong enough to test the therapy or you have obliterated your
chance of show ng anyt hi ng.

Anot her kind of trial closely related to that is
random zed withdrawal study. 1In this sort of trial you put
everybody on therapy and you nmake observations and try your best
clinically without a control group to say, yes, this antidepressant
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worked in that person. You then after a period of tine, one that
relates to how long you are interested in showi ng the effectiveness
of the trial, you randomy assign people to taking the therapy away
and continuing the therapy.

This can be used with an early escape nechani sm so that
as soon as a person deteriorates to a degree that you consi der
meani ngf ul but not necessarily as far as they are eventually going
to deteriorate they are out of the study as a failure.

That is a very good way -- that is actually how
mai nt enance therapy in depression is studied all the tinme now and
again you can mnimze the duration of tine that a person is
receiving a therapy that is not working for them You still have to
have sone period but as soon as that happens the patient |eaves the
trial and you do not have to wait the whol e six weeks.

(Slide.)

| f you wanted to nake the argunment that an active
control trial is credible the four things one has to do is show that
pl acebo control trials regularly allow you to distinguish the drug
fromplacebo and try to use a design that is as close to that study
as possible. There has to be sone estimate of the size of the
effect that one could distinguish or the difference between the two

treatnents that would be considered too large to still be constant
with the idea that the new drug worKks. These are hard things
to do.

| can go into that nore but there is actually an
i nternational guideline being worked out to describe howto do these
t hi ngs and of course a certain degree of redundancy provides
assurance that you have not just found one trial in which you could
not di stinguish anything from anyt hi ng.

(Slide.)

There are many situations in which active control
equi val ence trials are quite credible. Bacterial infections, deep
vein thronbosis, highly responsive tunors, these are all situations
in which the difference between no treatnent and treatnent is
obvi ous and perfectly clear so active control trials are used in
t hose settings.

(Slide.)

Qobvi ously you cannot deny patients therapy that prevents
irreversible harm You can in our view ask people to delay or omt
treatment of synptons. Active control equivalence trials are
unfortunately not credible in many situations because w thout
pl acebo you cannot tell whether there is assay sensitivity, that is
the ability to distinguish anything fromanything. Placebo control
trials can sonetines be made nore attractive to patients and
physi ci ans and nmade ethical in some cases by nodifications of study
design. The fifth one is not treat them

Thank you. | hope I did not go over too |ong.

DR. CHI LDRESS: Thank you very nmuch. This is obviously
exceedingly inportant for our discussion of research involving
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deci sion inpaired subjects and for our further discussion of
i nternational research

W will take -- try to do about eight or ten m nutes and
then nove into the public hearing. So it is open for questions.

Al ex?

MR. CAPRON: | want to nmake sure that | have understood
the point. If we were willing to say that the only neasure of

success woul d be showi ng a significant inprovenent with the new drug
then the fact that an existing drug m ght be performng only a
pl acebo effect would not be a problem is that correct?

DR. TEMPLE: If you show superiority to the standard
therapy that is always interpretable and if that were to becone the
standard for approval then, yes, this would not be a problem

MR. CAPRON: So the inpedinent there is the
disinclination of the devel opers of drugs to devel op drugs agai nst a
standard that what they conme up with is better than what we now
have?

DR. TEMPLE: Yes, although that is a |ong discussion.

For exanple, many people would say that the new category of

anti depressants, the serotonin uptake release inhibitors, are of
great val ue because they have a different array of side effects.
But in a |large nunber of studies no one has been able to show that
they are better than tricyclics because they are not.

MR. CAPRON: So what you are saying is that the
measur enent of i nprovenent m ght have to be refined? That is to say
if you could show a difference in side effects or adverse
consequences and make that one of the criteria that you are using
t hat i nprovenent on that score and equi val ence woul d be
denonstrating a difference but that would not do it?

DR. TEMPLE: Because you woul d not know whet her the drug

worked at all. And showi ng fewer side effects, water can show fewer
side effects, but you really do have to know that it is having the
favorable effect on inpression. It is not a boon to people to give

thema |l ow side effect ineffective anti depressant.

MR. CAPRON: Then does it depend upon -- the point being
made in favor of using active controls is that you do not want to --
and your agreenent you would have to use it in situations in which
you have a serious condition which if treated with a placebo could
| ead to disaster. Another way of stating that vis-a-vis the side
ef fect question would be are you facing with existing treatnents
side effects that are so severe that an inprovenent on that score
woul d be significant and then you would -- you m ght need a pairing
of trials.

One trial perhaps nore limted to show that you can have
an effect over placebo on the major indication that you are using
this for, depression or whatever it is, and then other active
controls to show whether or not this drug is superior in renoving or
[imting or decreasing the side effect that is serious enough that
you want to devel op sonething better than the existing treatnment to
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get rid of that side effect.
DR. TEMPLE: Well, yes, in part, but you al so have to

know how -- if you want to say that sonething has fewer side effects
you also want to know in that very trial something about the
relative effectiveness of the trial. You do not want, for exanple,

to use a very | ow dose of one drug conpared to --

MR. CAPRON. Right.

DR. TEMPLE: So you really do need to know to nake an
intelligent statenment there, you really do need to know whet her you
are having an effective therapy. Now there are sone side effects
that you could test in an active control trial. As usual, though,
if you did not see a difference you would be -- then you really
woul d not know that they are equival ent unless you had sone kind of
control to show that --

MR, CAPRON. Right. But if you do develop a drug and
you have no difference over present treatnents why should we be

interested in seeing it approved? | nmean, if that is --

DR. TEMPLE: Well, that is a fair question. If it is
unethical do a trial. You just cannot do it -- you know, you just
cannot do the trial. |If it is ethical to do the trial then you have

to ask do you want a variety of therapies for the sanme condition?
Many people would say that in depression people respond differently
to a wwde array of drugs. Al of these drugs have subtle
differences. Every one of them They are not -- we classify them
as SSRI's but they are not all the sanme. They have different
interaction capabilities. They have very different durations of
action. They are all different.

The idea that because a drug is not -- | nean, it is
hard -- you hardly ever get a drug that is better than another drug.
| nmean, the exanples of true superiority are so infrequent that, you
know, yes, TPA beats streptokinase; yes, clozapine beats sone other
drugs. Those things happen. Yes, Oreprazole beats H2 bl ockers.

But in the enornous majority of situations the drugs
real ly cannot be distinguished on effectives.

That does not nmean if you did thousand of patients you
could not find sone difference. Maybe that is true. But | think
you have to ask whether that would be worth it. A difference that
tiny is probably not clinically inportant.

So it is a fair question to ask do we need this but that

is a different question. | amjust asking if -- assum ng you do how
can you provide evidence?
DR. CHI LDRESS: | have three people. Alta, D ane and

t hen Berni e.

M5. CHARO Dr. Tenple, also by way of clarification if
| may, there were a pair of slides that you showed us in which you
showed six trials that conpared -- was it Impramne and a --

DR. TEMPLE: I m pram ne, Nomathensi ne and pl acebo.

M5. CHARO  Thank you. On the first trial they showed
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the same effect and then you showed the placebo arns and then stated
that, in fact, they were not better than placebo. Now | thought you
showed the slides to draw the | esson that w thout the placebo arns
you cannot really know what you are | ooking at but | found nyself

t hi nking that the | esson was that the standard therapy was not
better than pl acebo.

| wish you could hel p nme understand better why that is
not the |lesson to be drawn here.

DR. TEMPLE: Well, the point here is that drugs that for
a variety of reasons we believe work -- | nmean there are hundreds of
studies showng that Impramne is an effective antidepressant but
in these six trials for reasons that | cannot tell you, it could be
partly sanple size but it could be the population just got better
spont aneously. That is ny favorite choice here. These trials were
not able to tell a drug we know to be effective from placebo. And
unfortunately that happens all the tine.

| can show you the duodenal ulcer trial -- the ulcer
trial that cynetadine, a drug that we know heals ulcers, in tw out
of the first four trials we ever saw could not distinguish itself
from pl acebo because ul cers heal by thenselves a | ot and because
there is sone uncertainty about whether an ulcer is healed or not.

You are | ooking into, you know, a dark place and you do
not necessarily look in the right place. Wuo knows? There is sone
variability but the nessage is -- you sort of have to believe this -
- that those are effective drugs. W did not know about Novafensine
(?) because that was the drug we were studying but we are pretty
sure impramne is effective. There is hundreds of trials to
show that it is.

But in five out of those six trials that used the three
arm design the studies could not tell anything fromanything. It
really is just what Lou Lasagna said, you see that in anal gesic
studies all the tine. Sone popul ations just are not good assays.

MR. CHARO So again by way of Alex just wanting to
understand the thrust of your talk the value of the placebo trial --
the placebo arns really is as a check on the quality of study
desi gn? The bottom i ne.

DR. TEMPLE: You are absolutely right.

M5. CHARO  Ckay.

DR. TEMPLE: It is the internal standard. It proves
that this was a study that had what | have been calling assay
sensitivity. That is you have a bulb in your colorineter. You can
tell that -- this is a trial that can tell conpletely inaccurate
substances froma true antidepressant. | nmean it may seem
surprising to think that all trials do not but the experience is
that they do not.

M5. CHARO (Okay. |If that is the case, and this is
really the question, | amsorry it took so long to set it up, but if
that is the case then is there a way to structure a trial so that
you have as an initial step a placebo armthat is designed really as
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a check on the quality of the study design and once you have done a
qui ck check with a relatively small nunber of people on the quality
of the study design you then nove on to the substantive study itself
whi ch drops the placebo arm because you no |longer need it. You
check your design and it nobves on to an active control study.

DR. TEMPLE: Well, you will see in the materials that
handed out on study designs that is one suggestion that is perfectly
good for sone situations. For exanple, | think it would be
reasonable -- if you wanted to do a study of |long-term
anti hypertension treatnent you are not going to | eave people
untreated for six nonths. But you could show that the population is
sensitive to the drugs by doing say a four week placebo control
trial by designing a three armtrial with two active drugs and
pl acebo and dropping the placebo group after a certain period of
time. Yes, | think that would be quite informative.

| f you wanted to do the sane thing in depression,
depression is a little tricky, it is not clear whether you are
| ooking at long-termeffectiveness or preventing rel apse, but a very
typical way to do these trials now, and we have encouraged this, is
you do your placebo control trial, you take the responders on drug
preferably and then you follow themout for four nonths, six nonths,
however |ong you think is necessary, and then you take the drug away
for arelatively -- well, you take the drug away from half the
group. Do a random zed pl acebo wi thdrawal and as soon as peopl e
relapse to a degree that is neasurable you drop them out of the
study and you have an answer and nobody has been on a drug that did
not work for very | ong.

But you sort of have to have a will to produce a
different showng trial to dreamup these designs and | think that
IS our point. You do need that to be informative but you can nake
the trials mnimze exposure and things |ike that.

M5. CHARO  Thank you

DR. CH LDRESS: W will take the |ast two questions and
t hen nove into public hearing.

Di ane, and then Bernie?

DR. SCOIT-JONES: | have a question about placebo
control trials, about the problens wth those trials other than
ethical problens. For exanple, showing a difference between two
groups depends to a |large extent on sanple size itself and sone of
your charts showed sanple sizes which varied greatly fromstudy to
study. So could you coment for us on problens that exist with
pl acebo control trials independently of ethical problens?

DR. TEMPLE: In a placebo control trial if your sanple
size is too small you do not win. So people have a strong incentive

to make the sanple size adequate. In fact, in depression the reason
people do three armtrials nowis that they have found commonly t hat
t hey coul d not distinguish the drug from placebo. Well, if you

cannot distinguish the drug from pl acebo does that nmean your drug is
no good or the study is no good? You cannot tell.
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So if you include a third arm an active control -- see,
we would not insist that there be a third armall the tinme but nobst
anti depressant trials now include an active drug, a placebo, and the
new drug. Then if neither drug beats placebo you toss it. It is no
enbarrassnent because this was a poor study that could not detect --
tell anything from anything.

I f the active drug beats placebo and your drug does not
you m ght want to consider dropping devel opnment of the drug because
you have | earned sonmething. This was a drug that had assay
sensitivity and you lost. Sonetines that happens anyway so you
m ght want to have that tw ce.

But in any trial when you fail to show a difference,
whether it is a placebo control trial or an active control trial,
you do not know whether it could have shown a difference. So three
armtrials are very informative and we and the Europeans actually
are urging that kind of trial in many cases.

DR. CHI LDRESS:. Bernie?

DR LO | want to thank you for tackling this hard
topic. | wanted to sort of underline the inportance of |ooking at
the totality of the evidence on the effects of a drug and not j ust
on one trial. You sort of suggested that there are sone situations
like solid tunmors -- | amsorry -- post-M treatnment and | eukem a

where it is so well known the treatnents are effective that you
coul d not possibly, you know, run a placebo controlled trial.

But how you interpret when sonething -- when a drug
crosses into that category of we are sure it works and when it is in
the class of there is legitimte debate and a | ot of people think it
wor ks but sone people are not quite sure, it seens to ne there is a
very tricky issue and, you know, who gets to design using what
criteria are tough issues.

Wth regard to your comrents on equival ency studi es that
do not include placebo it seens to ne it makes a big difference when
you think you are sure the standard therapy really is effective or
not because if you ran an equival ency study w thout a placebo arm
and you could not show a difference such the trial was adequately
powered to detect the clinically nmeaningful difference, it seens to
me what you would have to do is say, "Let's look at all the other
evidence. Are there other simlar studies with different
popul ations that also did not detect a difference?" You sort of
have to put together all the data you have fromsim |l ar studies of
the drug versus the standard therapy.

And in a sense rather than trying to | ook at one pivotal
equi valent study | think you really need to do a series of studies
and sort of interpret the totality then and it is not just one
study. | nean, | know the practical problens of whether a drug
conpany is willing to invest that nuch in a drug up front but it
seens to me sone of the problens that conme up by not being able to
tell it is just a bad study and you got unlucky with that patient
popul ati on or sonething versus the drug does not really work can
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only be answered by | ooking at external evidence to the trial and
not just |ooking at your own trial.

DR. TEMPLE: Well, in sone ways that is the trouble.

You have to bring to bear external evidence. The trial itself in an
equi val ence trial does not tell you whether the study had assay
sensitivity.

So, for exanple, considering an antidepressant if | know
with a |large experience that sonething |ike a quarter to a third of
all the trials that people carry out trying to show a difference,
that is they are doing their best, with sanple sizes that have grown
fromthe 30 in the exanple | gave to 80, 120 and 200, and | know
that | still cannot say with sonme assurance that an active drug can
be di stinguished fromplacebo. | just cannot find in a finding of
equi val ence credible evidence of effectiveness.

DR. LO In one study --

DR. TEMPLE: Well, as | said the last thing on ny slide
was redundancy. But it would have to be considerably redundant and
nobody has worked out at what point sonething |like that becones
persuasive. But, for exanple, in considering thronbolytics we knew
that every thronbolysis trial has shown about a 20 percent reduction
innortality. So with an advisory commttee we worked out what
woul d constitute an equivalency finding or a not inferiority finding
which is really nore what it is that woul d be persuasive as to the

evi dence -- would be a persuasive showi ng of a new thronbol ytic.
There are probably a nunber of situations in which you
can do that. | doubt you can ever do it for depression or OCD or

sone of those things because they are so variable. But you could
probably do it for antiemetic therapy because the effect is quite
dramatic and pretty much the drug always wins if you pick the right
patient popul ation. So sonmeone can do it and you are perfectly
right, the nore tines you fail to distinguish the nore credible it
m ght be.

But | amworried about that second problemwhich is the
incentives to really doing a good study are not automatically there.
We could try to say, oh, well, it has got to have these
characteristics and so on but there is nothing |ike self-
enf or cenment .

DR. LO | guess then as a broad conmment it seens to ne
to be very inportant then to set up explicit criteria for what are
the clinical situations based on what considerations that you woul d
find an equivalency trial acceptable versus a placebo trial?

DR. TEMPLE: Well, we sort of have in a way. Wat we
basically told people is if you think this is an appropriate design
here is how to nmake your case. You know, the people who want to do
sonething are the best able to support it. They have to survey the
literature. They have to | ook at the experience and nake the case
that this is an interpretable study. W are certainly ready to
listen. What | amnostly trying to describe is what the problemis
and what the burden is. Wether in a particular case it is credible
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| think you have to make judgnments and different people reach
different judgnents. Different countries reach different judgnents
on these questions.

DR. CHI LDRESS: A quick |ast question, Harold, and then
t he public hearing.

DR. SHAPI RO  Thank you. One just brief comment. It
seens to me fromyour witten material and what you said today that
if the incentives are wong we could at | east consider the
possibility the wong people are doing these trials. Put that off
to the side for the nonent.

Do | interpret the fact that so many trials -- in so
many trials a drug known to be effective fails? Is it right to say
there are probably a lot of lousy trials out there? |Is that what |
am - -

DR. TEMPLE: Well, see if we do not -- | do not know the
reason that they fail. | do not know -- because, you know, there
was no placebo there. | do not know -- | amsorry. | do not know

the reason. People speculate on this. For exanple, sone groups

W th depression that you put into a trial all get better right away.
Now it is not obvious fromlooking at the entry criteria why that
happened. Maybe the people doing the trial are just too good at
psychot her apy because there is sone evidence that psychot herapy

wor ks. Maybe they obliterated the chance to show a difference.

But | think it is |like Lasagna said. You just do not
really know why it happens that way. These are diseases with a | ot
of influences on themw th variable manifestati ons where the
measurenents are not very precise and | do not think there is
evidence that it is anybody's fault.

Let me go back to the other thing you described. People
have -- realizing that active drugs do not show up, people have gone
to great imaginative |engths to undertake procedures that would
excl ude people who would dimnish the ability of the assay to show
anyt hi ng.

For exanpl e, everybody knows exercise tests are very
hard to run. They are very variable. Many patients cannot get the
sanme result in consecutive days. So there are now screens if you
are doing a heart failure study or an angina study, there are now
screens of people during a period to see if they can give a
consi stent exercise test. You know, you are sort of checking your
assay.

You woul d not know a priori that you have to do that and
| do not think it would be evil of people not to have realized that
it was necessary. Now we know it and peopl e devel op ways of making
t he assays at |east sonmewhat nore sensitive and so intelligent
people trying to show that their drug works use them

| amnot trying to nmake -- | would not nake the noral
judgnent. We are very practical. Wiat | |like to see is people to
have a really strong incentive to do the best possible trial. That
wor ks best. If we were smart enough we could perhaps tell people
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how to do that all the tinme but | do not think you can know all
t hese things ahead of tinme by just thinking about them You sort of
have to get the experience.

DR. CHI LDRESS: The chair is a softee and has called for
no nore questions but one nore. One brief question. That is it.

We are going to behind and have an all ocation problem

DR. BACKLAR: Thank you very nmuch, Dr. Tenple. You
mentioned a few situations in which a placebo trial would not be in
order and then in passing you said sonething about people with
epilepsy. Did you consider that particular group of people not to
be in order for a placebo trial?

DR. TEMPLE: Well, yes and no. Most people believe that
you should not take patients with epilepsy off their therapy,
whatever it is. But there are many patients with epil epsy whose
therapy is not satisfactory and who continue to seize. So the
standard way of developing an antiepileptic nowis to | eave people
on whatever therapy they were on and then add either the new drug or
a placebo. Okay. So you get a trial that shows a difference. They
have fewer events.

What you learn is that the drug works in conbi nation
Now that is not everything you wanted to know. You wanted to know
whet her it works as nonot herapy. There are designs in which you
gradual ly take away the other therapy and see what happens that have
been tried. O sonetines you just do not have the answer on
nonot herapy. But you definitely have evidence that the drug has an
effect on seizures and you have not kept anybody off therapy.

In angina there was a |l ot of controversy a while ago.
Peopl e thought that to do an angina trial you had to take people off
all therapy. Well, that is not true. You |leave themon their
nitrates. You could even | eave themon their beta bl ockers and
study a new drug in conparison to a placebo as in addition. That is
informative. That is how all heart failure drugs are worked up now
because you cannot | eave people off their ACE inhibitor. You have
to give themthat. It saves their |ives.

On the other hand it is useful and valuable to the
public to know that if you add this other drug to that situation you
do even better. It is a very informative kind of finding. So we
recently approved a drug called carvatalol (?) in that way. So we
do not know whet her carvatal ol works by itself but, you know, that
is not that inmportant. Add it to the beta blocker -- add it to the
ACE inhibitor and you will do even better.

DR. BACKLAR: So you could use this kind of design,
study design, perhaps with people wth schizophreni a?

DR. TEMPLE: You could if it makes sense. The exanpl es
that | gave all involve drugs that are pharnmacol ogically distinct.
But, for exanple, in depression to study a new tricyclic by adding
it to a persons other tricyclic that would not make a | ot of sense.
| f the drugs are using the sanme mechani smin schizophrenics | do not
think that will make a great deal of sense. If it was a different
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mechani smthen it certainly woul d.

MR, CAPRON:. Could | just ask for a clarification?
Excuse nme, but when you approve the drug is it approved only for use
with?

DR TEMPLE: Yes.

MR. CAPRON: And that does not prevent physicians from
using it without the other drug?

DR. TEMPLE: No. But, you know, they know that -- there
are not any data on that and that they are on their own. But | am
sure that they do.

DR. CH LDRESS: This has been a very informative and
hel pful presentation. W are grateful to you, Dr. Tenple, and al so
for providing the witten materials. Furthernore, there may be
after this discussion sone other materials you would |ike to provide
us and we woul d be grateful to receive them

In addition, if you are around as |long as the break
think there are still sonme other questions that individuals m ght
want to raise.

DR. TEMPLE: Sure, | will be glad to. The second paper
| handed out was a general discussion of study designs that m ght
avoi d sone of these problens.

PUBLI C TESTI MONY ON THE | SSUE OF THE COGNI TI VELY
| MPAI RED AS RESEARCH SUBJECTS

DR. CHI LDRESS: Thank you again. All right.

We turn now to our public hearing which is an
i ndi spensabl e part of our effort to chart our course, our direction
or a report on decision inpaired research subjects and possible
gui del ines or special protections for those subjects.

Several people have already indicated, and their names
appear on the sheet, that they would Iike to present in this period.
If there are others who wanted to present on this particul ar topic,
that is decision inpaired research subjects, do -- | guess Pat
Norris is at the desk? Pat Norris is here. -- do indicate to her
that you would like to so we can try to be aware of the tinme as we
are noving along to be sure we get everyone in.

W w || have subsequent public testinony on other topics
relating to research invol ving human subjects. Today we are | ooking
only at decisionally inpaired research subjects.

We are grateful to those who have responded and their
names appear on the list. W will go down the list in al phabetical
order but we are treating the discussion of the New York case, T.D.,
as a separate matter and will hear fromthe different parties
involved in that later this norning.

We are also grateful for the witten testinony that
several of you have provided. Several of you are planning to
testify orally today, as well as others who could not testify and
who al so submtted witten testinony.

W will ask each person, and we have indicated this in
advance, to restrict his or her initial cooments to five mnutes and

24



given the fact that we have already lost a lot of tine and out of
fairness and equity to others who will be wanting to speak | wll
try to be a stronger chair and enforce that.

W will want to have an opportunity to ask questions so
it isreally inportant to stick to the five mnute imt so we wll
have a chance to engage you in discussion because there will be
things that we would |like to raise with you to again help us think
t hrough this project.

Al right. |If we are going now al phabetically is M.
Robert All er here?

Al right. Thank you for joining us.

MR. ALLER M nanme is Robert Aller. Can you hear ne
okay? And ny son, Gegory, actually was a participant in a
schi zophreni a research project at UCLA. And at the tine | had
actually personally seen the benefits of human subjects research
prior to ny son entering the project. Between the years of 1964 and
1988 | had been enployed to docunent on filma UCLA Departnment of
Psychol ogy research project to devel op new teachi ng techni ques for
autistic children. | found because | was working with the
researchers all the time that they denonstrated extraordinary care
and concern for the children and their famlies and the famlies
were always fully informed of what was happeni ng.

When our son was di agnosed and joi ned the UCLA research,
t he Schi zophrenia Research Program | had antici pated experiencing
t he sane kind of researcher concern for the welfare of human
subjects that ny wife and | had seen in the autismproject for a
period of alnost 25 years. However, what we found was sonet hi ng
very different.

By 1989 at UCLA G eg was taking antipsychotic nmedication
and he was actually earning a 3.8 in college and working 15 hours a
week so he was really doing quite well. And at that tinme we thought
that the experinmental aspects of the research were benign fromthe
informed consents and fliers that they gave us.

The researchers told us at that time that G eg m ght not
even have to take antipsychotic nedication and it was reconmmended
that he participate in the crossover and w thdrawal protocol. Wile
the consent formstated with equal enphasis that he may get better
stay the sanme or get worse, the researchers did not reveal to us
that in a previous year over 92 percent of the subjects got worse.

After the nedication withdrawal Greg suffered a | ost of
intellectual functioning. He becane violent and our famly was
devastated in the process. After renedication he failed to return
to his previous level of functioning and after waiting six nonths ny
wife and | decided to go see the UCLA Vice Chancel |l or of Research
and di scuss the issues that we had been confronted wth.

In that tense neeting with the Vice Chancellor and the
Chair of the Human Subjects Protection Commttee and the
Adm ni stration we told themthat we thought that a nurder or suicide
could occur in this research based on our experience, and we al so

25



asked for Geg's records at the tine so that they could be
eval uat ed.

In response, only a few of Geg's records were nade
avai |l abl e and about two weeks later at 8:30 in the norning as
students were on their way to their classes another human subject in
this research, Tony LaMadrid, junped off the engineering building
comm tting suicide.

At that point we, of course, were quite, quite concerned
and the LaMadrid famly and two nore famlies were joined with us in
filing conplaints wwth OPRR and |I think we may have been the first
group of famlies to speak out about abuse in the schi zophrenia
research.

OPRR conducted an investigation and determ ned that the
consents were deficient and that Tony LaMadrid had been in a
nmoni tori ng phase of the research that did not even have a protocol

We found NI MH was vigorously defending the research
conducted w thout proper infornmed consents and it rem nded us of the
U.S. Public Health Service's defense of Tuskegee.

But a public debate ensued in professional journals and
the researchers seened to be claimng -- and these are journal s that
are even published just up to now -- claimng that schizophrenic
patients are able to conprehend consent. There was no proof that
anyone had been hurt and that everything in psychiatric research is
really all right.

We are here today to say that everything is not al
right fromwhat we have observed. Admnistrators at N MH have been
aut hori zing protocols that inflict unnecessary harm on vul nerabl e
people. W believe that there is a serious inbalance that favors
the researcher and | eaves the human subjects inadequately protected
in the process and that inbal ance should really be corrected.

Consent forns are often anbi guous and m sl eadi ng either
by om ssion or vague | anguage. To strengthen the system of
protection of human subjects we have several suggestions in this
time limted period here.

Medi cal doctors not connected to the research should
represent the best nedical interests of the human subjects.

Nonhuman primates al ready have that protection. W think humans
shoul d al so have that protection.

| nf ormed consent docunents should no | onger be bl anket
forms but instead should reflect the nedical history of the
i ndi vi dual human subj ect.

Al ternative treatnments should accurately reflect the
alternative treatnents that are actually avail able for that
i ndi vi dual human subj ect.

Ri sks shoul d be put in rank order of probability.
Sonet hi ng that peopl e have avoi ded doi ng.

Consents should be truthful and forthcom ng and even
bl unt .

The risks are too great to canoufl age the foreseeable
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out cones.

The vul nerabl e popul ati ons that we are concerned about
cannot be conpared to football players out on the field who when
i njured can have a knee operation.

Researchers have reported that foll ow ng psychotic
rel apse sone patients never return to their former |evel of
functioning. No operation is possible to correct that kind of harm

|, for one, do not believe that researchers should
conduct protocols that cause harm by design. WVul nerabl e patient
popul ati ons al ready have a high rate of suicide. How many are we
goi ng to know ngly harn?

"There was nothing in the experinent that was unethi cal
or unscientific." O course that is Dr. John Heller speaking, a
former director of Tuskegee.

We found that that same defense was offered for research
that has harnmed those who are decisionally inpaired. Sone of the
cases presented today wll hopefully represent properly conducted
research and researchers shoul d be appl auded when that happens. W
know t hat happens all over the country. However, sone of the
cases presented today wll raise sone troubling ethical and
scientific questions.

Thank you.

DR. CHI LDRESS: Thank you. And thank you for sticking
pretty close to the tine limt.

Questions for M. Aller?

DR BRITO | have a question, M. Aller. Thank you for
your presentation.

Just out of curiosity do you know what the findings of

the study your son was involved in? Wat the end result -- what was
found or were you inforned of that?
DR. ALLER. Yes. | would not want to summarize it. |

think they did find that everybody needed nedication or that is what
t hey said.

DR BRITO M understanding is that what bothered you
nost is that you were not infornmed of the previous year's findings.
How nmuch tinme was taken with the infornmed consent?

DR, ALLER. Well, actually they omtted a couple of
crucial things and what we find in informed consents that is omtted
that I think is nost egregious is the alternative treatnents because
very often the alternative treatnments would be a better choice. So
they omtted alternative treatnents and ri sks when they knew what
the probabilities were.

DR. BACKLAR: Thank you, M. Aller, for comng to
testify before us.

Could you tell us alittle bit about when your son
agreed to be inthis trial as | believe there was sone connection to
clinical treatnent as well as being in a research protocol? Wre
you or your son confused by this?
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DR ALLER Well, it was called the After Care Cinic
and so what was not clear in the presentation -- what was clear from
the brochure is that you are going to get the best treatnent
avai lable. That is what the claimwas. And there was no up front
claimthat you are probably going to have a relapse. There is sone
di spute. The researchers claimthey did everything orally and,
therefore, it is okay. But we feel that the federal regulation
shoul d be conplied with and these things should be spelled out in a
witten form

DR. BACKLAR: But | want to ask this question again.

Did you believe that your son was going to be in treatnent, getting
clinical treatnment?

DR ALLER Well, we were aware that they were making
observations and collecting data. W thought he was getting the
best clinical treatnment, absolutely.

DR. CHI LDRESS: The | ast question fromEric.

DR. CASSELL: Do you think that you woul d have
benefitted froma sunmary of the findings of the study thus far,
that is your son entered at your point and another person entered at
this point, that you should have known the findings thus far?

DR, ALLER: Very definitely. That should have been in
the consent fornms that the data that they had coll ected should have
said that on average 88 percent or 75 percent or whatever percentage
had adverse reactions to this experience. Yes.

DR. CASSELL: And then a subject entering in the
begi nning of the study woul d be sonewhat different than a subject
entering hal fway through, and then so forth?

DR, ALLER. Well, not really. They already had data
fromother studies that they could have shared with us. | think the
idea of full disclosure is a real problemfor researchers when you
are in high risk research. They could have disclosed that in other
research there were no rel apses while on nedication and there was a
high rate of relapse off nedication.

DR. CHI LDRESS: Thank you again for sharing this with
us.

Qur second speaker is Ms. Janice Becker, who has al so
shared with us a docunent that | think has been put in everybody's
pl ace book.

Thank you for joining us, M. Becker.

M5. BECKER | want to nmake it clear that no
organi zation represents ne and no one has told ne what to say. |
have expounded on ny experiences in nmy witten testinony which
have submtted to the conm ssion

My daughter, Laura, was hospitalized at age 18 with
schi zophrenia. Antipsychotic nmedicines failed to alleviate her
synptons. Eight years |ater she was, indeed, institutionalized.

The Maryl and Psychi atric Research Center seened a chance
to alter the dismal course of her life. In our interviews with the
departnent director and social worker they enphasized the quality of
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patient care at MPRC

A few nonths after her adm ssion drug washouts were done
and it was heartbreaking to watch Laura's condition deteriorate.

She becane very psychotic and exhi bited severe involuntary nuscle
novenment. We had not expected that she would be required to endure
such pai nful synptons w thout nedication for years. Nor had we
expected that she would be given drugs that woul d nake her psychotic
synptons worse. It was a terrible tine.

In fact, during Laura's entire stay at MPRC | know of no
nmedi cations given to her that were ainmed at alleviating her pain and
synptons until she was to be rel eased.

W repeatedly asked for research protocols but were
gi ven evasive answers. Finally we received them and found she was
already in a study and likely without infornmed consent. W found
that nost of the studies were protocols for haldol. W found that
her allergy to haldol elimnated her as a candi date.

Qur condition for Laura's adm ssion was that she not be
gi ven hal dol because of a severe dystonic reaction that she had
previously suffered. 1In fact, she was used in sone of the hal dol
studies. There were at least three tines she was put on hal dol and
how many ot hers we do not know.

Twice | visited her and found she was tied to a chair.
The pillow cases which tied her wists and ankles and the sheet
tying her waist were soaked in perspiration. The knots were so
tight that it took the nurse and ne twenty mnutes to untie her.

She had al so been given wet sheet waps and cold baths. These
restraints were prohibited in state hospitals. D d this not apply
to MPRC?

| witnessed six staff holding Laura down until she was
gui eted. In another such incident her face was cut requiring
sut ur es.

The program director called requesting a neeting as soon
as possible with her and the chief of the inpatient program At
this nmeeting ny husband and | were confronted with the fact that our
daughter was three nonths pregnant. W were horrified. For two
years Laura had been in a | ocked research unit and in a severely
psychotic state. This was a crimnal offense. To ny know edge
there was no investigation to determ ne whet her she was raped by a
staff person, a patient, how often or if it was continuing.

| felt pressured to make an i medi ate decision for an
abortion. W were then told to pay for it. Wen | asked if other
research subjects had beconme pregnant while they were there | was
told only three times. Wiy did it take three nonths for themto
di scover her pregnancy? | wanted her out of there but I was afraid
of what m ght happen to her. | felt trapped. Laura was off all of
her medi cations. She was in the worse condition | had ever seen her
in and at tinmes she was even dangerous.

How coul d soneone actively psychotic and di soriented
| eave? A state hospital would seem an obvious place for Laura but |
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was concerned their deteriorating conditions. Bringing her hone in
that condition was certainly not a sol ution.

Laura, so ill, so vulnerable to pressure, and | acking an
i nsi ght could not be expected to make infornmed choices.

O her famlies whose | oved ones suffered simlar
i nhumane treatnment tal ked to nme about their experiences at MPRC. W
shared many of the sane concerns and frustrations. W also
guestioned the scientific justification of keeping a patient on a
| ocked ward for nine years w thout medication. This and many things
left us wwth a feeling of hel pl essness. None of us knew where to
turn for help and I do not know where to turn for help now.

What did the Laura's suffering and the suffering of
ot hers acconplish? D d anyone ever consider what effect this would
have on the quality of their life or is that no one's concern?

| want a full investigation of the past, present and
future practices at MPRC. | want consequences for wongful actions.
The inpatients need an aut ononous doctor to ensure that the nentally
i1l are not exploited for other people's purposes.

Why are research animals better protected |legally than
human research subjects?

It is ny sincere hope that this comm ssion will pronote
t hese changes. No one should have to endure physical abuse,
hum liation, or pain in the nanme of research

Thank you.

DR. CHI LDRESS: Ms. Becker, thank you very nuch for
sharing that with us.

M5. BECKER  You're wel cone.

DR. CHI LDRESS: And also for the extensive witten
t esti nony.

Are there questions for Ms. Becker?

Al ex?

MR. CAPRON: Sone of the things that you have docunent ed
here go back a decade. Wat has happened since then? You have
obvi ously rai sed these conplaints. Have you had any response?

M5. BECKER  Raised themto who?

MR, CAPRON: Well, | cannot tell but | assume you have
raised themto officials in Maryland to start off wth.

M5. BECKER  Yes. | have raised sone conplaints. Well
actually | have given testinony at sone other sem nars and things
trying to get the nmessage out. | have not witten ny |egislators,

no, if that is what you neant.

MR. CAPRON: O the attorney general ?

M5. BECKER No. You know, to tell you the truth the
four-and-a-half years that ny daughter went through has taken ne
much | onger to get over because | feel guilty. | feel guilty
because | was the one who wanted her in the programto break the
hospitalization and maybe get her out in the comunity, and |I have
had sonme problens getting over that. And what docunentation | had -
- | do not have the protocols. | have witten for themand -- |
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mean her nedical records -- and they have not sent them

But she is in the community and doi ng sonme better and
she does consune a lot of ny time and quite frankly | just wonder
what good would it do as an individual. You know, | felt very much
alone. | knew there were other famlies that went through it but it
gets a little nerve wacking going over this and over this with
di fferent people when it is not effective.

So | had hoped, you know, that | had conme to the right
pl ace finally.

MR. CAPRON: | do not think so. That is partly why |
rai sed that.

M5. BECKER  Ckay.

MR. CAPRON: | think this is a general issue for us. |
think it is inportant that we hear these stories to have a sense of
what is going on. But we are not an investigatory comm ssion. W
do not have the power to conduct investigations nor do we have --
particularly as to facilities which are not federal facilities any
direct oversight at all. It would be a mstake if people cane to us
with the expectation that they had now put their case before a body
which is in the position to do anything about it.

That is why | asked ny question. It was not to be
critical of you at all, ma'am | can well understand the
difficulties that you face and | appl aud your willingness to cone
and share this story which is painful to tell with us.

But it is inportant that we have sone understandi ng of
what our role is and it is also inportant that you realize that we
will not be in a position to subpoena those records, to hold an
i nvestigation, and to hold peopl e accountable the way that maybe
sone state officials could do that. | do not know the situation
there in Maryland but we are not in that position and it would be a
shane if people com ng before us today thought that was what was
going to cone out of this hearing.

DR. CHI LDRESS: Thank you very nuch, Alex, for making
t hat point.

At the end of your remarks when you were tal king about
t hings that you hoped from NBAC one was the line that Al ex pursued
and obviously we cannot do that. On the other hand you nade sone
recommendat i ons about aut ononous doctors and that gets close to the
kind of issue we can consider. What sorts of -- and that was raised
also by M. Aller -- we can -- we are going to consi der possible
gui del i nes and how they m ght be used in research with decisionally
i npai red subjects. That really is our task

Thank you very much for sharing your story.

W will have to nove along steadily because we have four
addi ti onal people who have indicated -- who have arrived today and
indicated they would like to testify.

Qur next speaker is M. Joseph Friend and his statenent
has al so been circul at ed.

| thank you, M. Friend, for joining us.
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MR. FRIEND: See | want to start with a statenent that |
am speaking for nyself and | want to start to say that | very
heartily support research because with research on human subjects ny
son has nedication available to himtoday that has nmade himin
better shape than he has been for many years.

| ama retired naval officer and later | worked for the
State of Maryland. |In between | worked in social prograns in the
innercity, an HMO Medi caid program and have had extensive
experience in the participation of the communities in the processes
that they are involved in.

| know that there are many good people in research but |
know that research is a bureaucratic institution and bureaucratic
institutions have a way of manipulating situations that are not the
intentions of those people that work in them

Now | want to tell you my son's story because | think it
does fit in with what you are trying to do. M son is currently 34
years old. He has had psychiatric problens since he was six years
ol d but he has had excellent care in Arny, Navy and Air Force
medi cal facilities. So we grewwth a trust for the nedica
establ i shnment .

When he was a junior in high school he had a full blown
mani ¢ depression episode. He refused treatnment but finally agreed
toit and so in the summer between his junior and senior year he was
stabilized and put on lithium

Things went along fine. He went into college in the
Maryl and Institute of Art and he started deteriorating. He then
went to Europe to join a programw th the agreenent of his
psychiatrist called "Youth with a Mssion." There he went off his
medi cation, was found wandering in the airport in Ansterdam and I
had to go and pick him-- when | got there he was actually in a
catatonic state and | got himto Wesbaden and he was air evac-ed to
this country.

He was in the hospital for four nonths. Wen he was
rel eased we got himinto a local programin our community and then
my wife and | | ooked at his background and we tal ked with him and
t hought that his situation m ght be helpful in research in order to
hel p hi mand ot her people like him So we approached the Wl nut
Street Cdinic, which is the outpatient clinic of the University of
Maryl and Psychiatric Research Center at Crownsville State Hospital

Part of the protocol is they said, "Wll, he had to have
a baseline condition,"” which frankly neans a washout. They said,
"W will monitor him" and he stayed at home. In the third week --
he was supposed to be off for four weeks. In the third week he went
-- the day after he had one of his visits he went conpletely
psychotic. W called the institute and we were supposed to bring
himin the next day but during that night we were watching himand
trying to watch him Finally ny wife cane to ne when | was taking a
rest and said, "He is laying in the street in front of our house."

| got himback in and | just happened to notice there
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was a bottle of about 200 aspirins that was al nost enpty. | called
t he Poi son Control Center. They said, "Get himto the hospital."

W were four mnutes fromthe hospital. | do not know if you know
what death by aspirin overdose is but it is internal bleeding and it
i S supposed to be very painful

Needl ess to say we withdrew himfromthe program But
my point is, is that I would hope this comm ssion would recommend
and mandat e that washouts, because | understand there are other ways
of doing it, be elimnated fromany research protocol. It is
dangerous to our relatives.

Now the next thing is |I talk about ny experience in
government. There are things called Institutional Review Boards,
IRB's. | want to say that these boards are the stealth weapon of
the research bureaucracy. No one knows who is on them and even the
New York Tinmes wote an editorial saying, "Many tines they are
rubber stanped.” | would hope that this conm ssion would recomrend
that at |east 40 percent of each | RB woul d be conposed of consuners
and famli es.

The fam |y novenent has gotten mllions of dollars into
research but it is as though the researchers say, "Hey, we want the
nmoney but just trust us." If this happened it would nean that
research protocols would have to be witten with a sensitivity
towards famlies and they would have to be witten in nontechni cal
| anguage so everybody understand what was really going to be done
and all the inplications would have to be spelled out.

Now t here would still probably be m stakes but the thing
is that is a type of participation that would bring accountability
into the research system

Thank you.

DR. : Thank you, M. Friend, and thank you
for connecting sone recomendations to this inportant story.

Alta, do you have a comrent?

M5. CHARO Yes. In sonme ways actually | actually woul d
like to say sonmething to you as well, M. Friend. But as a follow
up to Ms. Becker | felt one thing that got omtted is that although
this comm ssion does not investigate specific instances we try to
draw | essons fromthem It is inportant to say for the record what
specific instances can generate.

| think that they need to generate a conplaint to the
Ofice for Protection from Research Risks and | think for all of
t hese kinds of stories that we are hearing people should know there
is a place to go. The Director of the Ofice for Protection of
Research Risks is in the roomtoday. There is a phone nunber that
they can start with to start the ball rolling and find out how to
file a conplaint, which would be 301-496 -- that is the old nunber.
VWhat is the new nunber? 301-496-7005.

And the second thing is that when there is evidence of
crimnal activity it is inportant, as Alex had kind of inplied, to
t ake advantage of local authorities, both the | ocal DA and the
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attorney general as a follow up when it is possible for you to do
t hat .

But | would not want to | eave people with the inpression
here that because we do not investigations we also are not concerned
about the specific incidents we are hearing about.

M. Friend, specifically fromthe testinony that you
gave and your suggestion about the conposition of IRB's, do you
believe that the kinds of suggestions you are making are those that
are particular to people who are being enrolled in trials that have
to do with psychiatric nmedication or are these kinds of suggestions
ones you woul d say are generally applicable to people that are going
t hrough cancer trials or trials of, you know, headache renedi es and
antihistamnes? | amtrying to get a sense of whether you are
| ooki ng for special procedures for people with psychiatric illness
or a nore general recommendati on.

MR. FRIEND: Well, my specific recommendation, of
course, was related to human subjects of psychiatric research. But
in the broader sense | think any Institutional Review Board shoul d
have community participation because it does put a better sense of
accountability into it.

M5. CHARO  Thank you

DR CHI LDRESS: O her questions?

Thank you very much, M. Friend.

Qur next speaker is Ms. Arlis Neason.

s Ms. Neason here?

MS. NEASON: Yes, | am

DR. CHI LDRESS: Ckay.

MS. NEASON: Good norning. M nane is Arlis Neason and
| am here to introduce ny son, Jeffrey Neason, who is going to --

MR. NEASON: | amgoing to turn 15 this Septenber 29th.

M5. NEASON: Jeffrey was born premature weighing 2 |Dbs,
15 0ozs. He remained in a pediatric intensive care unit for nearly
seven nont hs before he was di scharged hone weighing 5 | bs, 4 ozs.
Twenty-five diagnoses are listed on his discharge sunmary but
failure to thrive and a chronic diarrhea prevail ed throughout his
chil dhood even to the present day. Expl oratory bowel surgery
was performed when he was only four nonths old. There was a tine
when he was not expected to |ive.

As a result of his debilitating synptons his education
and his social interactions were conprom sed. For years his
physi ci ans di agnosed mal absor pti on syndrone. At age 8 his nedical
records discussed the possibility of Crohn's D sease. Because of
his chronic diarrhea with associ ated weakness and failure to thrive
my husband and | brought Jeffrey to UCLA Medi cal Center seeking
medi cal treatnent.

H's first appointed was during January 1992 at which
time he was evaluated for three days. W all returned to UCLA
during February so that Jeffrey could be further evaluated. After
several nore days of testing an accusation of suspected child abuse
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was made by Jeffrey's pediatric gastroenterologist. W were accused
of poisoning Jeffrey with |laxatives. Precisely at the sanme tinme the
false allegation of child abuse was made Crohn's D sease was al so

di agnosed by this sane accusi ng doctor.

Jeffrey was taken immediately fromus and admtted to
the pediatric intensive care unit on February 26th. He was | abel ed
a victimof Minchausen Syndrone by Proxy. Today we know t hat
Jeffrey was held wthout |egal authority when he was taken from us.

The first hearing was in California on April 6th, 1992,
related to custody. Qur Nevada residence was searched | ooking for
| axatives but none were found. Mre than three years passed before
our famly was reunited on May 1st, 1995. A University of Chicago
pedi atric gastroenterol ogi st and four Mayo Cinic physicians al
refuted UCLA's child abuse allegations. W were triunphant at
trial.

Jeffrey remained hospitalized at UCLA for over seven
months until he was discharged to an Illinois foster hone on October
4, '92. Throughout his hospitalization our visits were nonitored.
During those seven nonths he was admtted to the Neuropsychiatric
Institute on April 21st due to the false diagnosis that Jeffrey was
a victimof Minchausen.

Teachi ng funds were approved to support himduring his
MPI hospitalization. The psychiatrist who di agnosed Minchausen
Syndrone by Proxy happened to be on tap to be an expert for the
Ameri can Psychiatric Association involving Minchausen. Despite
relentless diarrhea Jeffrey remained in the Neuropsychiatric
Institute. Hi s health deteriorated so severely that an energency
adm ssion back into the nedical center was necessary. A court order
was granted to acconplish the transfer on July 30th. It is what
happened to Jeffrey after he was transferred back into the nedical
center that is the focus of this report.

Begi nning July 30th cycl osporin was started
intravenously. Cyclosporin is a nedicine which in 1983 has received
FDA approval with specific labels for use. It is used to prevent
organ transpl ant rejection.

Questions cone to mnd as to why Jeffrey woul d becone so
seriously ill while hospitalized at a major nedical center. The
first encounter with serious illness at UCLA occurred shortly after
his adm ssion. He suffered an electrolyte inbalance after his
regul ar nmedi cati ons were stopped and his previous
gastroenterol ogist's orders to avoid dairy products were ignored.

Hi s second encounter with serious illness was during his
hospitalization in the Neuropsychiatric Institute. Al though he was
taki ng nunmerous nedications for his bowel disease the psychiatrist,
the one aimng to be the expert, was his primary physician. D d his
treatment play a role in his declining health? Ws Jeffrey at risk
t he nonent our parental rights to make informed decisions regarding
his health care were tenporarily taken fromus? D d that |ega
situation open the door for the accusing physicians to benefit from
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research related to the "treatnent” of Jeffrey's unique and
chal | engi ng nedi cal problens?

On the surface the use of cyclosporin appears to be for
treatnent but was it used solely for treatment or was it used in
part for research? Do nedical articles witten in 1994 by the
accusi ng physician and another treating physician discussing the use
of cyclosporin for their pediatric patients afflicted with Crohn's
di sease prove that their intent in using this drug was at | east
partly for research?

Since cyclosporin's initial FDA approval in 1983 it has
still not been approved for the treatnment of inflammatory bowel
di sease. The literature is filled wth nedical risks that discuss
the serious risk factors associated with its use. Significant
toxicity including renal dysfunction and super infections can result
fromthe use of cyclosporin.

The accusing doctor and another pediatric
gastroenterol ogi st treating physician state in their article
published in 1994 that cyclosporin benefits |less than 25 percent of
the cases of ulcerative colitis or Crohn's disease. D d those
doctors m suse our |egal systemto obtain those statistics? Was
Jeffrey part of that research?

Today Jeffrey carries three diagnoses. The University
of Chi cago di agnosed Crohn's di sease during Novenber '96. Although
UCLA initially diagnosed Crohn's di sease during February '92 at the
latter part of Jeffrey's seven nonth hospitalization his physicians
commtted only to his synptons being consistent with Crohn's
di sease.

Jeffrey also has asthma the University of Chicago
di agnosed and is treating it.

A Mayo Cinic geneticist diagnosed Jeffrey with a rare
genetic condition which is described as a variant of the Johanson
Blizzard Syndrone.

G ven Jeffrey's unique and conpl ex nedi cal status was
enough known in 1992 about how cycl osporin would affect Jeffrey's
future to warrant its use? Was Jeffrey really a victimof research
whi ch was masqueraded as treatnment? In trying to answer that
guestion only nore questions cone to m nd.

Wiy was Jeffrey's NPl hospitalization, which |asted for
over three nonths, covered by teaching funds? But nost puzzling is
why didn't UCLA provide Jeffrey's insurance carrier with conplete
medi cal records so that their physicians could review those records?
Also the entire claimfor Jeffrey's seven-nonth hospitalization was
denied in Cctober 1992 because the insurance carrier was not given
the requested records. To this date the claimrenmains denied.

In | egal situations where parental rights have been
tenporarily taken away is research disguised as treatnent being
conducted on innocent precious children?

Thank you.

DR. CHI LDRESS: Ms. Neason, the conmm ssion thanks you
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and al so Jeffrey for sharing your story with us today.

M5. NEASON: Thank you.

DR. CHI LDRESS:. Al ex?

MR. CAPRON: | would like you just to clarify this term
that you are using, "teaching funds." By that do you nean sinply
UCLA funds that are not reinburse from outside?

M5. NEASON: All | can tell you is there is a nedica
record witten by the accusing psychiatrist which states that he
went to the Director of the Neuropsychiatric Institute requesting
the use of teaching funds for Jeffrey's care to support himand it
was grant ed.

MR. CAPRON: Thank you.

DR. CHI LDRESS: Thank you very nuch for joining us today
and you, too, Jeffrey.

MR. NEASON: You are wel cone.

DR. CH LDRESS: W wll take one nore person before the
break and we will take a truncated break which we have earned by
virtue of running overtine.

s Ms. Shal mah Lee Prince here?

Ms. Prince, thank you for providing witten testinony to
us.

M5. PRINCE: M nane is Shal mah Lee Prince and | am here
today with ny husband who has taken his vacati on and we have driven
about 500 mles fromC ncinnati to be here today.

This is hard. GCkay. It is very, very hard to do this
because | was used in research with 309 other people whose nanes |
have with me but they are not here and you have famlies and it is
unfortunate that people whose nothers and fathers have conme and done
and tried to fight for them and speak for them because it is very

hard to say | have a nental illness and | was used in experinents
and sonet hing was wong. No one believes you. You have no
credibility at all. None. And it makes us perfect research
subjects. W have no credibility.

| have bipolar illness and the owner of the WAshi ngton
Post has cone out and said that her husband had mani ¢ depression and
commtted suicide as a result. | amnot dunb. | am not
i nperceptive. Al throughout mnmy nmedical records it says patient
very, very insightful. But | never ever, ever suspected that | had

been set aside as a research subject in the unit that I was in with
primarily Black patients, two Whites all tinmes and ten Bl acks at al
times, locked in 24 hours a day, not allowed out. M/ nother could

not get nme out. | could not get out.
But it is treatnent. "She is very, very sick. She is
so, so sick." And it was experinents, being genetically

reengi neered, being washed out, being given a conbination of
psychotic drugs that created psychosis, induced psychosis. They had
the right conbination for the design of their study. W were
totally abstracts. W were not persons. W were not talked to. W
were not | ooked at. W were given no therapy. None. Psychotherapy
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has been shown to work. | heard M. Tenple say here this norning.
Yes, talking to people really helps. It is really effective.

For 45 m nutes every Friday we were taken to the little
roomand said, "You are really angry at your nother, aren't you?
You are really angry at your father, aren't you?" W felt so bad.
W felt so bad. There had to be sone reason why we felt so bad but
we did not know why.

So for ten years | thought what happened to nme in there,
what happened in there, | was in |leather restraints for three days,
four point |leather restraints, while people were invited in to watch
me and to | ook at ne and ny behaviors were recorded every 15
mnutes. M sleeping. M eating. M hostility. M choreic
novenent s.

Huntington's di sease was part of the study.

| cannot believe that N IVH authorizes this. Have |
witten a person of the state? Yes, the head that eval uates these
prograns and okays them for Medicaid said they were fine.

| would |ike to read what each doctor said the risk of a
washout is and, yes, washouts are terribly dangerous. You are never
the sane again on lithiumif you are taken off cold turkey which
was and billed $30,000 for the experinment.

Dr. Garver, the |ead researcher now at the Dallas VA
was asked about patient risk in a sworn deposition and he said,
"They m ght have a delusion and act in irresponsi ble ways so as to
harm t hensel ves or soneone else.”" He went on to say, "Wll,
concei vably sone patients because of delay in initiation of
medi cati on woul d have a del usion they were capable of flying out a
wi ndow and injure thenselves." | guess they would, wouldn't they?

| guess they were not surprised when a mal e patient beat
me up or when | took a table and tried to throw against a wi ndow to
get out, or when | took an overdose of nedications after going hone.

Dr. Jack Hrschowitz (?), the unit chief now at M.
Sinai and the Bronx VA, stated in his sworn deposition, "The risk of
a drug free washout period for any psychiatric patient would be that

their illness is not being treated so that as a result they could
potentially harmthensel ves or potentially their illness could get
wor se. "

| want to know one thing. Were are the Black people in
this roomtoday? That is who is primarily being used in G ncinnati
and they do not even know it.

Martin Nenolar (?), a protestant mnister inprisoned
during the German's dehumani zati on novenent, said the foll ow ng:
"They took the socialists. | was not a socialist so | did not
speak. They took the union tradesnen but | was not a union
tradesman so | did not speak. They took the Jews but | was not a
Jew so | did not speak. And they started to take ne away and there
was no one left to speak for ne."

Vell, there are people here speaking today and | cannot
tell you the effort it took for themto get here or how hard it is
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to tal k about being decisionally inpaired particularly when it is
your child.

Pl ease |isten and pl ease do not say you cannot do
anything about this. This is terrible what is happening. It is
terrible.

Thank you.

DR. CHI LDRESS: Ms. Prince, we thank you very nuch for
sharing that story. W know how painful it was.

Are there any questions?

M5. PRINCE: Well, | would |like to answer the question
that is not going to be asked and that is what woul d help the
psychiatric patient with the enforcenent of regul ations.

Peopl e may have psychiatric diagnosis but they do know
when sonet hing wong i s happening. The problemis people do not
believe themand there is no one to tell. | have witten OPRR and
it is very difficult to sit down and type a credible letter to OPRR
For the normal person who is used in this kind of research they
cannot do it. So it is a closed circuit. It is a dead end street.
You are not going to hear about the abuses because the peopl e that
are bei ng abused that know they are being abused and even suspect
the type of abuse that is going on have no one to tell and no way to
tell it.

| mean if | had been given a card when | left that unit
that any federally funded research, any NIMH, any N H research, that
each person has to be given a card with an 800 nunber, if you feel
in any way that this research was not hel pful to you, if there was
abuses of any kind, please call this nunber. Because it is the

patients that know and it is the patients that can speak up. It is
just that no one believes us.
Thank you.

DR. CHI LDRESS: Thank you. Trish?

DR. BACKLAR: This is not a question but I would like to
confirmwhat you just said. WMany people when they are psychotic
know who is being kind to them

MS5. PRINCE: Right.

DR. CHI LDRESS: Thank you agai n.

W w il reassenble in seven mnutes at 25 to 11: 00. W
earned a break but not a | ong one.

(Wher eupon, a break was taken.)

DR. CHI LDRESS: Qur next speaker will be Stephen Post,
Prof essor Stephen Post, representing the Al zheiner's Associ ati on.

For menbers of the comm ssion he has nmade -- given us
one copy of sone materials. Those will be copied and distributed to
t he conmm ssi on.

St ephen, | amnot sure you were hear earlier. W are
asking everyone to limt it to five mnutes so we will have tine for
questi ons.

DR. S. PCST: That is fine.

The chair of the National Bioethics Advisory Conm ssion,
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Dr. Shapiro, wote the Al zheiner's Association National Public
Policy Ofice inviting testinony on research ethics involving

subj ects who are decisionally inpaired. |In response, the | eadership
of the association requested that | represent the association before
you today.

The Al zheiner's Association and its network of over 200
chapters and 35,000 volunteers is the only voluntary health
organi zati on dedicated to research to conquer Al zheiner's di sease
and to providing support and assistance to people with the disease,
their famlies and care givers.

Educating and inform ng the public and care
prof essionals on ethical issues is one of the principle tasks of the
association. Toward this end the association established several
years ago a National Ethics Advisory Panel on which | have been
honored to serve. Wth the guidance of panel nenber, Dr. Geg
Sachs, this group has discussed research ethics in people with AD in
great depth on nunerous occasions and has issued a formal docunent
entitled Ethical Issues in Denentia Research, which was approved by
t he association's board of directors in Chicago on May 18th, 1997,
and | believe has been dissemnated to all the association chapters
as well as to this conmttee.

Thi s docunment which then you have before you should be
understood as an inportant contribution to the national debate on
the issue, both because of its content and because of its source.

It is not an end to discussion but it is a step forward. It
attenpts to bal ance the association's powerful commtnent to del ay
prevention or cure of this horrible denenting di sease which afflicts
four mllion Arericans directly and another 19 mllion as care
givers with reasonabl e but not excessive protection for research
subjects. Please consider it with care.

Because of |limts in time | wsh to highlight the three
maj or paragraphs on categories of research and then offer sone
interpretation of these paragraphs based on | engthy panel
di scussions to which | was privy.

Category A- "For minimal risk research all individuals
should be allowed to enroll even if there is no potential benefit to
the individual. |In the absence of an advanced directive proxy
consent is acceptable.™

Category B: "For greater than mnimal risk research and
if there is a reasonable potential for benefit to the individual the
enrollment of all individuals with AD is all owabl e based on proxy
consent. The proxy's consent can be based on either a research
speci fic advanced directive or the proxy's judgnent of the
i ndi vidual's best interests.”

Category C.  "For greater than mnimal risk research and
if there is no reasonable potential for benefit to the individual
only those individuals who (1) are capable of giving their own
i nfornmed consent or (2) have executed a research specific advanced
directive are allowed to participate. |In either case a proxy nust
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be available to nonitor the individual's involvenment in the
research. Note: This provision neans that individuals who are not
capabl e of making their own decisions about research participation
and have not executed an advanced directive or do not have a proxy
to nmonitor their participation cannot participate in this category
of research.”

Now as for the background di scussion, which | think wll
help you interpret this, the conversations of the Ethics Advisory
Panel indicate a wde definition in Category B of reasonable
potential for benefit to the individual. The nmany new anti denentia
conpounds under investigation would categorically be of reasonabl e
potential benefit as would nearly all other current investigations.
Thus the associ ati on endorses the proxy consent process currently in
place in all the Al zheiner's disease research centers across the
United States.

The ravagi ng nature of Al zheiner's di sease, the strong
desire of the association's grassroots constituency to nmake
scientific advances, and the threat of AD to the well-being of
mllions and mllions of people in our aging societies can permt
not hi ng | ess. To quote the title of the association's 1996
annual neeting program "A world w thout Al zheiner's."

But the association's docunment is highly protective of
research subjects under ItemC, that is in the clearly
nont herapeutic context. Conversations of the Ethics Advisory Panel
indicate that the research specific advance directive nust include
docunentation of an explicit desire to participate in research
beyond m nimal risk that holds no potential to benefit the
i ndi vi dual subj ect.

Further the panel and the association believe that for a
consi derabl e period of tine after diagnosis people with AD ought to
retain their capacity to conplete such an advanced directive. The
panel noted that there are many expressions of profound altruismin
whi ch individuals with the disease indicate an explicit desire to
contribute to an eventual cure of AD for the benefit of future
generations. Genetic risk factors suggest a concern for their
chi | dren.

The association's position in ItemCthen is protective
but it does not preclude such fornms of altruismso |ong as inforned
consent is ensured. Mnitoring by a proxy provides a fail safe
mechani sm consi stent with confort and dignity.

Thi s docunent does not address the possibility of
di sti ngui shing between degrees of increase over mnimal risk as the
proposed Maryl and | egi sl ati on does but there is nothing in the
associ ation docunent inconsistent with efforts to define several
| evel s of ri sk.

It should al so be noted in the context of an
irreversi ble and progressive denenting di sease such as Al zheiner's
famly menbers eventually nake decisions for their |oved ones in al
realms of life. The care of people with AD depends on trust and the
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associ ation, which includes mllions of care givers, has confidence
in them

On behalf of the association thank you for your kind
consideration. The association and its Ethics Advisory Panel |ooks
forward to close rapport with the National Bioethics Advisory
Comm ssion. AD has been called by Louis Thomas the di sease of the
century. Historian Arnold Toynbee said forty years ago that at the
cl ose of the century the greatest noral problem would not be death
but the death of the m nd before the death of the body.

No condition of severe nental denentia inpacts on the
present and the future as nuch as this one.

Thank you.

DR. CHI LDRESS: Thank you.

Yes, Bernie?

DR LO | want to ask you a question about research
advance directives. How feasible are they? Do you have a feeling
for what percentage of Al zheinmer's patients conplete them | want

to put that in the context of the really disappointing response of
the public at large to advance directives for their own nedical
treat ment.

DR. S. POST: The use of research advance directives
whi ch occasionally occurs in the Al zheiner's population is by Dr.
Sachs' acknow edgenent extrenely rare. This nmeans, in fact, that in
category C, clearly nontherapeutic research, the |ikelihood of an
i ndi vi dual volunteering for such is really small. | think that is
t he subtext of this docunment if you wll.

There have been renarkabl e cases, sonmewhat outlier
cases, | have seen of individuals who consented to neurosurgery for
research that held no therapeutic value to them personally and in
one case an individual probably was harnmed and wound up in a nursing
home | think a year or two earlier than woul d ot herw se have been
t he case. But | can only think of seven or eight of exanples of
that that | heard about anecdotally over the last five years. So
these would be, if you want to call them research groupies. They
are an unusual breed and we view that Category C then as highly
protective and is unlikely to be relevant to a great nmany
i ndi vi dual s.

DR LO If | could just follow along, then is there an
i nportant research that woul d be foregone because of the
inpossibility of enrolling subjects for those kinds of studies?

DR S. POST: | do not think so because the association,
you know, you have to go to one of the association's board neetings
to recognize, this association is hell bent on prevention or delay
of the disease. The association's formal research policy statenent
is that if Al zheinmer's disease could be delayed by five years it
woul d effectively cut in half the nunber of people suffering from AD
because they woul d die of other age rel ated di sorders before onset.

Al nost anyt hing you could i magi ne woul d be in Category
B, that is to say potentially therapeutic, which raises sone
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guestions that | amsure you may want to consider and you probably
have considered. But nost of the research is, in fact, right nowin
the area of antidenentia conpounds and the association board and the
panel believes that these conpounds categorically as | said earlier
are of potential benefit to any subject.

DR. CHI LDRESS: Thank you very nuch.

DR S. POST: Thank you very nuch.

DR. CHI LDRESS: Ms. Beverly Post?

Thank you for joining us today.

MRS. B. POST: Thank you for having ne.

| am Beverly Post, Hi ghland, New York. When | lived in
Maryl and | was co-president of the Alliance for the Mentally 1. |
was co-president of the Alliance for the Mentally Il of Anne

Arundel County and it was at that tinme our son was a research
subj ect at the Maryland Psychiatric Research Center

He was there for two years. W had been led to believe
that we would find answers for his unclear diagnosis. W know now
he shoul d have been excluded from being adm tted because (1) he did
not suffer from schizophrenia and (2) | had inforned themof a
previ ous severe reaction to haldol, which they said would have
excluded him | have just found that out.

He suffered nore at Maryland Psychiatric Research Center
t han ever before or since. Hi s condition deteriorated badly.
Despite nmy warning he received haldol. It resulted in a dystonic
reaction requiring energency surgery intervention.

Agai nst ny vehenent objections he was subjected to
anphetam ne to be adm nistered intravenously on three different
days. The third session was cancel ed due to his extrene reaction.

Spinal taps were also perfornmed. Wy? Spinal tap is
quite painful, I know. | have had two for nedical reasons.

Anot her test used Apo norphine injections causing
bi zarre behavi or.

Growi ng up no one had ever hit our son but a staff
menber severely bl ackened his eye when he did not respond quickly
enough to picking up books. | have his statenent which was
notari zed of what happened at the tine.

Asbest os was di scovered in the building where the unit
was | ocated. After seven nonths of exposure to asbestos a
previ ously condemmed buil ding was used. This was D cottage.
Research was at a stand still and |l acked facilities for protocols to
be carried out.

It took me two years to get his records, to get those
protocols, and I had to get a lawer to help me do it. | did not
know at the tine what was goi ng on.

It was while in D cottage that the male patients were
illegally subjected to the humliation and cruelty of what is called
"Charm School ." They were tied in chairs from 10: 00 o' clock until
3:00 o' clock. Sonme nore |oosely than others. They were not able to
| eave the room Lunch was brought in. No books. No nmusic. No TV
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or witing materials were all owed.

VWhat was the purpose of this dehumani zi ng experience?
| magine if you can the effect on our son. He is nusically gifted
and he is a conpulsive witer. | called the doctor twice to tel
himthat this was against Maryland | aw HB- 1314 regardi ng restraints.
| had | obbied to get that | aw passed. |Ironically ny son was now
being illegally restrained. | was ignored.

| did not know what to do. Finally a consuner advocate
who | earned about the situation reported the abuse to Dr. Carpenter
and the State's Patient's R ghts Advisor who sent in the Spring
Grove Rights Advisor on a surprise visit to investigate. An
i mredi ately stop was put to Charm School .

After they noved to the new quarters | was called in and
told ny son was being discharged. He was stable and then going out
to a day program Suddenly for no reason his nedication was
changed. He cane apart at the seans. 1In a panic his | ow dose was
tripled. | never found out why. Just that it was a team deci sion.

Wen we | eft MPRC he was broken physically and nentally.
He had been exposed to and acquired a positive TB test there. He
had been a nonsnoker when he entered. He left a chain snoker. He
has devel oped an allergy to tobacco causing himto be rushed by
anbul ance to the hospital for treatnent of severe bronchial spasm

He is still bitter about his experience there.

He has now been correctly diagnosed at three different
institutions, Johns Hopkins, University of North Carolina and
Westchester Institute for Human Behavior. He is a high functioning
artistic person. He receives services fromthe Devel opnentally
D sabled Ofice.

It concerns me greatly that the animal activists can
protect the lower fornms of life frominhuman research but thus far
little has been said about human gui nea pigs.

This is an article, a study in which ny son was used,
publ i shed by the doctors at Maryland Research Center. Two years of
his life were lost there. | wll never get over ny guilt for
encouraging himto go there and for ignoring himwhen he wanted to
tell me to go to another hospital

Thank you for listening to me. | hope this will help in
the future. | cannot help ny son. The past is gone. But | hope
maybe ot hers can be helped with better regul ati ons and nonitoring.
Research needs to be done. | know that. But it can be done
differently.

DR. CHI LDRESS: Thank you for sharing this inportant
story and al so for the recommendati ons you nade.

Are there any comrents or questions?

Al ta?
M5. CHARO Yes. M. Post, | amtrying to understand
how t hi s can have happened. It is the second story we have heard

now about the sane facility. These questions may not be things that
you can answer but do you know if this is a private facility or a
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state facility or part of a university?

M5. POST: | amsorry. | cannot understand the
guesti on.

M5. CHARO Is it that you cannot hear me or -- | am
trying to understand what kind of institution this is? |If it is
private? |If it is part of the state health departnment or if it is
part of the University of Maryland?

M5. POST: Maryland Psychiatric Research Center at that
time was under Maryland University but it was on the grounds of
Spring G ove hospital so it wuld be served by Spring G ove hospital
by the space they used, by the neals that were brought in. But,
yes, it was the University of Maryland because Dr. Mnroe at that
time was head of everything. Dr. Tal bot now holds that sanme
posi tion.

M5. CHARO  When your son was admtted to the unit were
you under -- did you have the understanding he was being admtted
for therapeutic treatment or as part of a research protocol?

M5. POST: M understandi ng was we do not have a clear
di agnosis. Here he will get PET scans and MRI's. W wll do al
kinds of testing and we will maybe even give hima trial of new
medi cations. Nothing helped him Nothing will have hel ped because
he is artistic. He is not schizophrenic. He is a bipolar. | did
not know that then. | know it now.

M5. CHARO  Thank you

DR. CHI LDRESS: Thank you very nuch.

Qur next speaker --

DR. BACKLAR: | amsorry, Jim
DR. CHI LDRESS: Sorry, Trisha.
DR. BACKLAR: | just wanted to make the point, this is

not a question, that both Ms. Becker and Ms. Post made that at the
tinme that you thought your son had schizophrenia and that both of
you said that you felt very guilty about having done this.

| think one of the issues that we do not address here
but we will be taking into account in terns of famlies and care
givers is that often people do not know what to do when they have a
relative who has a serious nental disorder and attenpt to find care
in a research protocol

DR CHI LDRESS: Thank you, Trisha.

Ms. Maggi e Scheie-Lurie?

| s she here?

You are representing the National Alliance of Mentally
11, is that correct?

MS. SCHEIE-LURIE: That is correct.

Dr. Childress and nenbers of the subcommttee, ny nanme
is Maggi e Scheie-Lurie and | amthe consunmer outreach coordi nator

for the National Alliance for the Mentally Ill. NAM is the
nation's | argest grassroots organization representing persons wth
severe nmental illnesses and their famlies.

Research represents the best hope we have for
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alleviating the suffering caused by severe nental illnesses such as
schi zophreni a, depression, bipolar disorder, obsessive conpul sive
di sorder, and anxi ety disorder.

Remar kabl e advances, which have al ready occurred in
treating these disorders, would not have happened w t hout the
participation of people with these brain disorders as human research
-- human subjects in research

| appear before you today as soneone who has
participated for many years as an outpatient human subject in a
| ongi tudi nal clinical protocol on clinical depression at the
National Institute of Mental Health. My experience in this protocol
has generally been quite positive. Throughout ny participation
have had access to nedication and clinical treatnments which have for
the nost part been successful in controlling the worst synptons of
my illness. Additionally, |I have usually been treated in a
respectful and dignified manner by the research investigators and
staff persons.

These peopl e have comunicated to nme the nature, goals,
ri sks and benefits of the research in an understandabl e manner so
that | have been able to consent in an informed manner to
participate in specific aspects of the study.

But | am aware that there are many individuals who
participate in research who do not benefit directly fromtheir
participation. Sone research protocols are not designed to benefit
i ndi vi dual participants. Even potentially beneficial research
desi gns sonetines involve procedures which are painful or risky for
i ndi vidual s participating as human subj ects.

Sone research participants may actually experience
psychi atric rel apse or deterioration, particularly those studies
i nvol ving rel apse study, drug washout procedures or placebo
controls.

At the sane tinme sone individuals with severe nenta
i1l nesses who participate in research may | ack capacity at tines to
understand research and to consent to their participation.

While it is vital for people with severe nenta
il nesses to participate in research clearly procedures nust be
established to protect the well-being of these vul nerable consuners.

In February of 1995 the NAM board of directors adopted
policies which contain specific recommendations of this nature.
These recommendati ons were devel oped through a sensitive
consultation with consuners, famly nenbers, researchers and ot her
experts. NAM's recommendations attenpt to strike a bal ance between
the inmportance of research with the equal inportance of protecting
the wel |l -being of people who participate in the research.

In the short tinme remaining | will focus briefly on four
aspects of these recommendations. Qur conplete NAM policy is
attached to our witten testinony.

Nunber 1: "Informed consent.” Infornmed consent should
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be an ongoi ng process designed to ensure that consuners who

partici pate as human subjects in research understand as nuch as
possi bl e the objectives, procedures, risks and benefits of the
research. Researchers nust be particularly sensitive to changes in
functioni ng and conprehensi on which may occur during the course of a
research protocol and nust make special efforts to provide
information to consuners and their famlies during periods when
synptons may be exacerbated. Researchers should also be sure to
informsubjects and their famlies of potential alternatives to
research.

Nunmber 2: "Assessing capacity."” Sone i nportant
research, particularly research on experinental nedications, may
require the participation of individuals whose synptons are quite
severe. In research of this nature it is inportant to carefully
eval uate the capacity of these individuals to conprehend the
research and to provide inforned consent to participate in the
research. W strongly believe that responsibility for assessing
capacity should be vested with a qualified individual who is not
directly involved with the research

If it is determned that a person | acks capacity to
provi de i nformed consent substitute consent should be sought froma
famly menber or others who are legally entrusted to act on behal f
of the incapacitated individual. The responsibility of research to
provi de clear and conprehensive information to research participants
exi sts even when these individuals |ack capacity to provide inforned
consent. Research investigators should nake all efforts to inform
these individuals that they are participating in research and to
ensure that these individuals agree to such participation.

Nunber 3: "The inportant role of IRB's.” |RB s have
very broad responsibilities to evaluate and provi de oversi ght over
research protocols. However, there are no requirenents that IRB' s
nmonitoring research on severe nental illnesses include nenbers with
di rect and personal experience with these disorders. There are also
no requirenments that nmenbers of the | RB nake thensel ves known or are
avai l able to the individual research participants. W have three
recomendations to renedy these probl ens.

First, all IRB' s evaluating research using human
subjects with severe nental illnesses should include consuners and
famly menbers.

Second, IRB's should receive specialized training about
severe nmental illnesses and the needs of people who suffer from
t hese di sorders.

Finally, IRB's should designate at | east one person who
will function as a point of contact for individual research subjects
and should be sure to inform research participants about this
per son.

Four, research using placebo controls. The
adm ni stration of placebo to individuals with severe nental
i1l nesses participating as human subjects research on experinental
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treatnents can cause rel apse and i mense suffering. Consequently we
hope that the day will soon conme when valid research can be done
w t hout the use of placebo controls. 1In the nean tinme we strongly
believe that all individuals should be given trials on experinental
occasions even if they are initially included in the group which is
adm ni st ered pl acebo.

I n conclusion, NAM supports the critical need for
bi onedi cal research on severe nental illnesses. At the sane tine we
recogni ze the inportance of establishing strengthened procedures for
protecting the health and wel fare of vul nerabl e individuals
participating as human subjects in this research. Through open
di al ogue and willing consuners, famlies, nenbers of the scientific
community and others, we believe that consensus can be reached on
how t hi s bal ance can best be achi eved.

| greatly appreciate this opportunity to testify before
you.

Thank you.

DR. CHI LDRESS: Thank you. Thank you for strictly
respecting the five mnute limt.

Trish?

DR. BACKLAR: | aminterested in the remark that you
made in research using placebo controls in which you say in the
meantime we strongly believe that all individuals should be given

trials on it, et cetera, et cetera.

Could you talk a little bit nore about this? Do you
really nmean all individuals?

M5. SCHEIE-LURIE: What | amsaying is what the policy
means to say is that individuals who have been in a research study
in which they were given a placebo and were not given the benefit of
t he nedi cation being studied should be allowed to have access that
medi cation followi ng the study if they choose.

DR. BACKLAR: | think that we both read this quite
differently. | thought that you were saying that all individuals
should be included in a trial in which there was a placebo arm

M5. SCHEIE-LURIE: Well, again -- well, | believe this
is saying that many individuals, | believe, go into research
believing that they will personally benefit. |If they, in fact, end

up in a placebo group instead of the group that receives the

medi cati on being studied they are not having the opportunity to
receive a benefit of that research nmedication. | think what this is
saying is that they should be given the opportunity foll ow ng the
study to perhaps benefit fromthat nedication.

DR. CHI LDRESS:. Al ex?

MR, CAPRON: Two things. One is to follow up on your
exchange.

Trish, if you look at point nine in their
recommendations | think it is stated a little nore clearly. It is
right after the testinony.

DR. BACKLAR  Ch, yes.
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MR. CAPRON: The question | had was about your second
suggestion for IRB's that they should receive specialized training
about severe nental illnesses and the needs of people who suffer
fromthese disorders. Do you have in mnd a nodel in which this has
been done where you woul d be able or we would be able to see what
such education or training consisted of and what effects it had on
the IRB's functioning?

M5. SCHEIE-LURIE: | amnot aware that we have a node
at this point that has been used but | amsure we would be nore than
happy to be involved in the devel opnment of such a nodel

MR, CAPRON: W thout the existing nodel can you
enunerate sone of the sorts of things that such training would
addr ess?

M5. SCHEIE-LURIE: Well, | would think the basic nature
of these disorders, the typical kinds of treatnents that people
receive, the difficulties that people may inherently experience in
the course of treatnent and in the course of attenpting to recover
these disorders. | amobviously talking off the top of nmy head but
| think part of the problemis that the nature of what these
illnesses are like is not necessarily understood by people involved
in evaluating whether particular research protocols are appropriate.

Mental illnesses are not |like other illnesses and |
think it is really inportant that people involved in determning
whet her research protocols are appropriate know what the severe --
for instance, the ideas of washout periods. People know edgeabl e
about nmental illness will know how devastating that kind of a period
would be. So | think if an I RB was know edgeabl e of the devastation
t hat can occur and how sonmeone's whole |ife can be destroyed in the
course of a washout period it would be nuch nore sensitive to the
appropri ateness of that kind of research protocol.

DR. CH LDRESS: W wll take one nore question.

DR BRITO Earlier this norning | kept hearing a
recurrent thene and in a |lot of the reading that we have received
t hat keeps com ng up about the suggestion to have an autononous
doctor or soneone outside of the research, whatever research
protocol, to help that patient.

| was curious given your positive experience how did you
get involved in research in the first place? Wre you referred by
soneone? Did you have soneone guiding you through that that was not
involved in the research?

M5. SCHEIE-LURIE: | initially becane involved in this
research because | was seeking treatnent. | sought treatnment at a
| ocal comunity health center which was not able to serve ny needs
and they said, "W cannot do this but it is possible that you wl|
fit the protocol in this particular study at the NIMH, " and | was
evaluated and | did fit.

| have been fortunate that the people |I have been
involved with all al ong have been sensitive and responsive to ny
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guestions about what is going on, why are you doing this, what can I
expect to learn fromthis, what can you expect to learn fromthis,
how can | benefit. | have been very fortunate. | have been
unusual, | believe, especially in the course of hearing what we have
heard today and what | have known fromtal king with peopl e outside
of this hearing, that many people do not experience that. |

consi der nyself sonething of an anonaly.

DR. BRITO But when you say the people that you have
been invol ved you are tal king about certain people in the research
program Once you were referred you had no further contact with
anot her physician outside of that progranf

M5. SCHEIE-LURIE: No, | did not.

DR. BRITO Ckay.

DR. CHI LDRESS: Thank you agai n.

M5. SCHEI E- LURI E:  Thank you.

DR. CH LDRESS: Before we turn to the | ast person who is
on the list that you received let ne just note that | have in
addition to Ms. Vera Sharav, Dr. Guha, Dr. Buchov and M. Brownstein
and parents. |If | omtted anyone who had given a nane to the staff
pl ease |l et Pat Norris know.

Pat Norris has just informed ne that those are
interested in getting copies of the testinony please sign up on the
sheet outside and copies will be avail able tonorrow afternoon.

Al right. M. Vera Sharav?

MR. CAPRON. By testinony you nean just submtted
st atenent s?

DR. CHI LDRESS:. Yes. Thank you.

MR. CAPRON: Not the actual testinony.

DR. CHI LDRESS: Not the oral testinony, right.

MR. CAPRON: Wiich will not be transcribed for a week.

DR. CHI LDRESS: That is right. Thank you for the
clarification.

M5. SHARAV: M nane is Vera Hassner Sharav. | am
cof ounder and director of Citizens for Responsible Care in
Psychiatry and Research. It is an independent network of concerned

citizens, famlies and patients.

The speaker before ne admtted that she was an anonaly
of what the correct procedures for using a human subject ought to be
in psychiatric research. | amhere to discuss the vast majority.

The famlies, in fact, that we have brought before you
are victinms of therapeutic neglect, betrayal of trust, and
institutional deception. Their children and countless others who
remain silent becane unwitting martyrs for science in experinents
whi ch caused them profound harm They went to research because they
had been cast out of the health care system They have very few
options and so they | ooked to research instead.

Overall, neglect and poor treatnent outcones are, in
fact, the normin psychiatric treatnent and in research. The two go
hand in hand. But when information about the risks of rel apse are
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wi thheld frompatients and their famlies the consents obtained from
t hem are anyt hi ng but inforned.

In a court deposition a senior researcher at a major VA
hospital in New York stated, and | quote, "I have had occasion to
review many consent fornms for psychiatric studies during the late
"70s and '80s. | can state that | have seen not one single consent
formduring that period of time that discussed any risks associ ated
with the drug free period or the withdrawal of nedication. It was
the norm and practice of researchers and IRB's not to discuss any
such risk in consent fornms even though the risk of increased
synptomatol ogy is a possibility.”

Thousands of unconprehendi ng patients, who | ack
protections, are recruited into pharmaceutical sponsored drug trials
in which their welfare is sacrificed to speed up the testing
process. Abrupt washouts are a way of speeding up the process.

They do not have to be done that way.

They are also fair game for specul ative experinents
whi ch deliberately provoke paranoi d del usions, hallucinations,
vi ol ent mania, disorganized thinking. University physicians are
actually injecting schizophrenia patients with anphetam ne, L-dopa,
cocai ne, aponorphine and PCP, especially at VA hospitals. They are
del i berately inducing relapses so that their synptons could be
recorded. | do not know of another nedical condition in which that
ki nd of experinentation takes pl ace.

In two recent experinents at the Maryl and Psychiatric
Research Center fourteen patients were subjected to PCP induced
relapses. It is in a published docunent which you have a reference
to. W believe that such experinents are i nhumane and unet hical .

Chi npanzees are protected from such experinental abuse
but di sabl ed human beings are not. The researchers' rationale for
doi ng these kind of studies often defies logic as well as noral
responsi bility.

"Because of the psychotic |ike synptons shown by
depressed patients during treatnent wth L-dopa as well as reports
of such synptons in patients with Parkinson's we decided to try the
drug in schizophrenics."

We cone to you to tell you that human experinentation on
mental ly disabled patient is out of control. There are no limts.
No i ndependent oversight. No accountability for the human
casual ti es.

Gover nnment agencies that are entrusted to be our
guardi ans are authorizing experinents that deliberately exacerbate
i ncapacitating ill nesses. The FDA, NIMH and Institutional Review
Boards are failing to neet their public responsibility. Instead
they are serving the interest of the drug industry.

Let's tal k about noney. No one has nentioned this in
the entire norning. U S. sales for psychotropic drugs has doubl ed
in five years. It is now $7 billion dollars. Mre than 10, 000
clinical testing sites are conpeting for human subjects. There is a
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race to test new drugs. Academ c centers provide what industry
calls a credibility bridge, prestige.

The fact is that conflicts of interest have conprom sed
patient care and clinical practice. Psychi atri sts have becone
partners with industry receiving thousands of dollars per patient to
seed the market, that is called prescribing a drug, and to conduct
drug trial studies. Academc researchers affiliated wwth state and
VA hospitals earn as nuch as $20 to $30, 000 per human subject in a
drug trial study for Al zheinmer's and schi zophreni a.

Physicians are also setting up clinics and recruiting a
stabl e of human gui nea pigs whomthey use repeatedly in drug trials.
The FDA accepts unethically obtai ned data even when the human
subj ects are abused. They do not consider that a factor in howthe
data was obtai ned for premarketing.

The absence of protections has |l ed to w despread
violations. These are not isolated incidents. W need a national
human subject welfare act that will provide all Anericans with at
| east the protections nmandated for chi npanzees. Those who profit
fromthe drug industry claimthat by providing safeguards for human
subj ects inportant research and scientific advancenent will conme to
a halt. Well, that is nonsense. It will notivate research and
industry to nodify studies and the designs of the studies so that
the wel fare of the human subjects is not sacrificed for expediency.

Just as the Animal Welfare Act and its independent on
site nonitoring and oversight systemdid not stop genuine scientific
investigation with animals neither will such scientific endeavors
i npede research where humans get equal protections. There would be
enornous financial incentives. This enterprise is not going to cone
to an end.

Citizens for Responsible Care in Psychiatry and Research
call for an imedi ate noratorium on nontherapeutic, high risk
experinmentation with nentally di sabl ed persons who may be unable to
conprehend or evaluate the likely or potential risks but who would
suffer the consequences. Experinents which deliberately exacerbate
psychotic synptons shoul d be absol utely prohibited.

DR. CHI LDRESS: Thank you for your presentation.

Questions or cormments fromthe conmm ssion?

M5. CHARO You are obviously very educated about the
range of regulatory protections that currently exist for human
subjects and that would apply in the case of trials that are
i nvol vi ng new drugs that the FDA is going to approve or taking place
at VA centers. Yet despite those protections that are in place you
are docunenting problens that you have seen as unaccept abl e.
woul d i ke to understand nore specifically exactly what kinds of
changes you woul d advocat e.

If | understood correctly, one is that you would
advocate an absolute ban on research that is not expected to be a
direct benefit to the particular subjects regardless of whether it
has got a prospect for revealing information that will be useful for
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people in the future; is that correct?

MS. SHARAV: \When you are dealing with a group that by
definition cannot truly conprehend and eval uate risks, yes.

M5. CHARO And for those situations in which direct
benefit is anticipated but which also has significant risks, okay,
for which we currently have nechanisns |like IRB's, are you
suggesting a change in the conposition of those IRB's or a change in
the degree of authority that the IRB's have with additional
authority granted to additional people? | would |ike to understand
t here what kind of suggestions you have.

MS. SHARAV: One of the things | would suggest, actually
one of our positions is, is that we really would Iike to see a
conprehensi ve investigation of current and previous practices to be
conducted either by the Justice Departnment or the GAO  An
i ndependent eval uation so that what | have docunented for you, you
get the larger picture. You are aware of a GAO very prelimnary
report and even in that prelimnary report they said, "There is no
on site inspection.” That is basic in animl research.

So the conposition of IRB's, which you are aski ng about,
sure if IRB's are to function and serve the public interest and
protect the individual the conposition has to change. The probl em
is there currently is no nechanismfor accountability. You can have
all sorts of witten regulations, if nobody actually enforces them
and if people who violate it or institutions who violate it are not
hel d accountabl e they do not have nuch rel evance.

What | am suggesting really, and | am sure you have been
readi ng the press, and | have given you also an industry newsletter,
this is where you find out that the pace is accelerated. The New
York Court, which you are going to be tal king about, the Appellate
Di vision decision at the very end states exactly that. They
recogni ze that this group is particularly in danger with this race
to test because they are the ones who are available and no one is
protecting them

O hers of us have neans to ask questions, to get other
opi nions, to take that protocol to three other doctors and say, "Do
you think this is worthwhile for ne?" These patients have no
option. They are being recruited in energency roons where they are
in conplete psychotic state. They will sign anything and it is
bei ng taken advant age of.

| ndeed, some researchers are even regarding it as their
noral obligation because they are not hel ping. Their noral
obligation to becone research subjects for society. WlIl, that is
not what Anerica is supposed to be about.

DR. CHI LDRESS: Thank you very nmuch. W appreciate your
presentation and the di scussion.

MR, CAPRON:. Could |I ask a question?

DR. CHI LDRESS: Very quickly because, Al ex, we have got
others to get in this norning.

MR. CAPRON: | understand your answer. | just wanted to
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have a clarification of your answer to the first question Ms. Charo
asked.

You said it was because these patients, potential
subj ects, are unable to evaluate. Wre you saying, in effect, those
subj ects who are unabl e should be governed by these across the board
rules? Are you saying all subjects per se in all psychiatric
research are unabl e?

M5. SHARAV: No. Ideally, and that is what we are
really pronoting, is a national act that would protect all human
beings. The point is though the Arericans with Disability Act
requi res maki ng accommodations for a person's disability. Shouldn't
the sane be true here?

MR CAPRON:. Yes. | amnot --

MS. SHARAV: |In other words, the --

MR. CAPRON: There are people with types of cancer today
who have no alternative treatnment. They are sonetines asked to be
in research which m ght have a potential benefit for them They are
sonetimes asked to be in research which candidly holds no benefit
for them where they are being asked to hel p scientists understand
the tunor or the process, or sonmething so that future patients m ght
benefit.

They have the ability to consent to that.

MS. SHARAV: That is the difference.

MR. CAPRON: But that is ny question. | mean, certainly
to me sone of the greatest tragedies we have heard about today were
peopl e who were successfully being treated with antipsychotic
medi cations or other psychotropic drugs who at the tine they went
into the study it would seemto ne were able to make the sanme ki nds
of decisions that the people who were talking -- nmy exanple of a
woman or a man facing a cancer m ght make.

And | now understand your statenent to be that you would
say as to all those people, not just those who are in psychosis in
an enmergency roomor those who are institutionalized and by a result
of already being in the institution have constraints on their
freedomto make choi ces, but these outpatient people who are,
according to you, being recruited by psychiatrists in the comunity
as a stable of people to be in their studies, none of them should be
al l oned to nmake choices? That we should have standards which we
say, you know, this can be done or it cannot be done but you cannot
consent to it even if you were willing.

M5. SHARAV: Part of the problemis that there is no
true disclosure on the infornmed consent.

MR. CAPRON. There is no problem --

M5. SHARAV: Wt hout that you do not even --

MR, CAPRON: You m sunderstand. | am not arguing about
consent. | just want you to clarify if you are saying that al
psychiatric -- the recomendati on of your group, | amtrying to

under st and what we are hearing today, the recommendation of your
group is that in all psychiatric research the subject is not capable
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of giving consent?

M5. SHARAV: No, not all psychiatric. The scope of
psychiatric patients is vast. W are tal king about those who are
schi zophrenic or are in a bipolar episode. W are talking about
peopl e whose cognitive faculties are inpaired in a major way. W
are not tal king about soneone who let's say has depression and is on

Prozac and can evaluate and is, in fact, leading a normal life and
has access to the expertise and to the institutions that you and |
do. We are tal ki ng about people who do not have access and

who are being recruited.

DR. CHI LDRESS: Thank you agai n.

Dr. Arun Guha?

Let me rem nd those who are speaki ng because of the
shortness of time | have to enforce the five-mnute rule very
strictly.

Thank you for joining us today.

DR. GUHA: Thank you. M nanme is Arun Guha and |
begi n by appl audi ng you for your decision to hold this public
hearing because | believe that this is the only way that you can
start getting a glinpse of the true problemwhich is enornmous. You
would not get it in the literature or interview ng hospital
personnel or researchers thensel ves.

| ama little disappointed that you do not have
i nvestigative powers to follow through on sone of those but | have a
suggestion to make. You could ask each of the presenters for waiver
of patient confidentiality and then interview sonme of the
physi ci ans. Most of themwork for either NIIMH or work for some NI WVH
funded governnment agency. |If they refuse to talk to you that itself
shoul d be used.

The point | ammaking is that ny experience shows and
there are other experts who say that there is a conspiracy of
silence in the nedical community and there is no reason to believe
that you will get true information fromjust talking to them

My second suggestion is that you should think both
tactically and strategically. By that | nean that the root cause of
the problemis not just absence of regulations. |In ny particular
exanple that | amgoing to tell you in a mnute the regulations are
there but they are sinply ignored.

Vera nentioned that research subjects are recruited in
energency roons. That is what happened to ny son and I will conme to
that in a mnute.

By strategic solutions | nean that you really should
| ook at the root cause of the problemwhich is that in the nedical
community such unethical behavior is socially acceptable. When this
happens everybody el se knows it is happening. There is no protest

fromwithin the community itself to stop this. | have nmade a
speci fic suggestion of how to handle the problem It may not be the
best one but I may not have time to discuss it. | would like to

tal k about that |ater on.
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Let me now conme to ny case history. M son, age 26
died at the UCLA Neuropsychiatric hospital in Novenber of '93. He
had really no reason to be there. He was of sound body and sound
mnd with a Harvard MBA and a brilliant career.

He was in Kuala Lanpur, Eurasia where he felt ill. He
probably had a viral ill with a sore throat, difficulty in sleeping
and so on. He was in a Hlton hotel and ordinarily when you are in
an Anerican hotel outside the country you still believe that you are
getting the American standard of care. So he saw a center inside
the hotel so he wal ked in and he was given five nedications.

He reacted to one and he did not know anythi ng about
those nedications at this tine and if you like |I can go into the
details but | amtrying to save tine by not going into this now. He
reacted to the one nedication and he becane del usional. Not
psychotic but del usi onal because the nedication was a dopam ne
bl ocker. So it does not fit the standard definition of psychosis
foll owed by excess dopan ne.

Unfortunately for himwhen he reached the United States
on Thanksgiving Day I went down to Los Angeles and got himinto the
UCLA nedical center. It was deserted. The only evaluation he got
was froma first year resident who did not have his license to
practice, wholly untrained and did not have supervision. As a
matter of fact there was no attendi ng physician for five days.

| have given you the docunentation of an interview wth
the medical director of UCLA/LBI, who hinself had agreed that ny
son's adm ssion was never reviewed by an attendi ng physician.

This untrained resident did not know what to do so he
decided to put himon involuntary hold and put himas an inpatient.
He coul d have cured himof his synptons by a matter of hours by an
antidote, by an antinergic (?) drug such as clozatine (?). That did
not happen because nobody | ooked at him

The next day when | went in | found himin a terrified
state. What had happened he described to ne is that sonebody had
been comng into his roomat night flashing a flashlight on his eyes
until he was supposed to open his eyes and then leaving. It was
happeni ng every 15 mnutes. | did not believe him | did not
believe him W did not think that this was possible and that it
coul d be happeni ng.

Later that evening a very senior nurse, the second
hi ghest ranking nurse, Janette Allen (?), told us that, yes, that is
happening. That is the practice. That is the policy. | had a |ong
debate with her about how could this be happening. How could this
be policy? And she explained that this was clinical practice of

this hospital in this unit. For four days | had been debating and
argui ng and pl eading and begging with the residents and nurses that
this does not nake any sense. For four days both ny son and | |et

them know it.
After his death on the fifth day on Monday we had an
interviewwth Dr. Barry Guzay (?) who is the director of adult
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psychiatric and in charge of the unit. He was in a state of shock
hi msel f because clearly he had not antici pated sonething like this
happeni ng. He answered many of our questions as if in a trance and
| am sure that he was speaking nostly the truth. He did not have
the nmental state at that time to really think through and call up
hi s answers.

We asked hi mabout this night nonitoring and he said,
"Yes, standard procedure. A flashlight was shown in front of his
eyes. Eye contact was nmade." He was the first person to use the
word "eye contact” and we knew that what my son was descri bi ng was
true. But even then we had believed falsely that it was part of the
clinical protocol and we had been | ooking for a policy, clinical
policy statenent, fromthe hospital that says that and we did not
find any. And we had expert opinion fromthe nedical board and so
on that there is no clinical reason for doing that and then we
di scovered that Dr. Guzay had been involved in sleep deprivation
research. Apparently sonme psychiatrists still believe that that can
be hel pful to people with nental depression.

In our court filing that we have made under penalty of
perjury we are accusing Dr. Guzay of conducting a totally
cl andestine research wi thout even a shadow of informed consent which
he conducted on ny son.

And in ternms of other comments that were made before
have run probably the nost extensive letter witing canmpaign. W
have gone to OPRR and when you tal k about OPRR | hope the conm ssion
w Il ook at the resources available to OPRR conpared to the problem
and the drug conpany nonies and the NI WMH fundi ng, and sone sort of a
conparison to that.

Sonebody tal ked about the attorney general.

DR CHILDRESS: | will have to ask you to bring it to a
close. W are --

DR. GUHA: Unless there are any questions | am done.

DR. CHI LDRESS: GCkay. Questions?

| take it in this particular case they would nmake an
argunment that this was clandestine research by a maverick
i nvestigator that had not gone through regul ar channel s?

DR. GUHA: W believe that Dr. Barry Guzay had standard
orders that anybody wal king in and who was di agnosed wi th nent al
depression should be put under this protocol. The person who did
that was totally untrained. He believed that he would get a pat on
the back fromhis boss by doing so. And it was Thanksgi vi ng weekend
and there was nobody el se available. | have provided docunentation
of nost of this stuff.

DR. CHI LDRESS: And we do appreciate the thorough report
that we have. W have not -- we just received it this norning so we
will look forward to reading it very carefully. Thank you for
sharing it wth us today.

MR. CAPRON: Are other people mssing attachnent 3 if
you | ook back here? There is a page that says attachnment 3 but
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there is nothing after it.

DR. GUHA: | did it at 12:00 m dnight |last night so |
m ght have --

MR, CAPRON: But if it is sonmething you want us to see
we may need to look at it.

DR GUHA: | will send it in.

DR. CHI LDRESS: Thank you.

Qur next speaker will be M. Brownstein who will have
five mnutes and then his parents will have two to three mnutes to
add sonme comments.

MR. A, BROMSTEIN. Good norning. M nane is Andy
Brownstein. | amrepresenting nyself. | have no recommendati ons.
| have no answers. | just can speak about ny own experience as a
research patient.

What does it nmean to be a research patient? | had no
clue when | cane to the NIH in Septenber of '94. | have a pretty
clear picture now. | really did not understand when | was desperate
for help and canme here and auditioned in front of a roomfilled with
doctors and nurses and qualified and net the criteria to be a
patient at the National Institute of Mental Health in the Biol ogical
Psychiatry Branch. | spent 13 nonths as an inpatient.

During ny intake interview where ny parents were present
| was told | would spend three to six nonths here. After adm ssion
my nurse told ne, "Three to six nonths? No way. The average stay
was 12 nonths."

After spending a short anount of tinme on the unit |
| earned from patient coll eagues that no one was there less than 12
mont hs. Most were there at | east a year-and-a-half to two years.

My roommat e was di scharged after 26 nonths. M/ next door nei ghbor
left after three years. M roommte said to ne, "Deciding to cone
here was a very difficult and personal decision, and you wll be
si cker here than you have ever been before.™

Sonehow t hese | engthy stays were a secret at NNH | net
Nl VH secretaries who were totally unaware that anyone spent that
anount of tinme as an inpatient. Wen ny three nonths cane up |
asked about discharge. Wen a shrug and a smle the doc was not
sure. After six nonths | received the sane response. Eventually |
| earned that | was, along with the others, in what they called an
omi bus pr ot ocol .

As long as there was sonething of interest to the
researchers that they could study and observe and as long as | was
desperate and hopeful and willing to be poked and prodded, PET
scanned, MR, |unbar punctured, as long as there were fluids that
they could collect I would be, as Kay Redfield Jam son of Johns
Hopki ns University said to ne, "One of Bob Post's guinea pigs." Kay
Jam son is a professor of psychiatry and she is a researcher at
Johns Hopkins and a col |l eague of Dr. Post's who was the chief of the
branch that | was in.

What does it nmean to be a research patient? Sonmeone who
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is vulnerable. Soneone who, like ne, was desperate to find a cure.
Sonmeone whose conmunity doc raises his hands in the air and says, "I
do not know what else to do."

VWhat is inforned consent? Was | really informed when
signed all those long and conplicated consent forns? | was very
sick when | was admtted to NNMH  As a person with bipol ar disorder
refractory case, a case of ultra rapid cycling, out of control,
depression so black | could not think or concentrate, often the
smal | est tasks, counting change, selecting itens off the grocery
store shelf, reading a map or a nenu, making deci sions was
extraordinarily difficult.

On ny first day in the unit the doc produced a bl ack
not ebook filled three or four inches thick. It was filled with
protocol consent fornms. | was given no opportunity to read them
take themto ny room talk to ny nurse about them or consider them
The doc turned pages and | signed and | dated in triplicate.

At one point the doc said excitedly, "Ch, this one is
really cool." Well, maybe not to patients. Qher consents were
si gned en masse during group neetings. Mnimal explanation was
given. W signed, dated and the nurse would witness and sign. Al
of these without regard to our condition at the tinme or our ability
to concentrate and read, and no opportunity to read and consi der
them Consents were often signed nonths before a final version of
t he protocol would be approved by the |IRB

W were all blind to the protocols we were involved in
or whether we were or were not on neds. Fromday one all of our
pills were pink, active agents or placebo. You were unable to tel

the difference between them | signed this protocol October 31,
1994. A three-tiered protocol, two active drugs, and a pl acebo.
The protocol | learned at ny blind breaki ng began sonetinme in March
of '95.

| was given a revised version of the protocol and had it
signed on June 5, 1995. This was a three-tiered protocol. | was
given the consent formfor the second drug, | began this protocol in
March, | was given the protocol for the second drug on June 5th,
1995. The protocol | was already in was three nonths -- | was

already in it for three nonths.

The protocol was to be three arns of eight weeks each,
March through July, and should have ended, and | shoul d have been
di scharged. The protocol |asted eight nonths. | was discharged
Cct ober 25, '95.

At ny blind breaking I was shown pictures of ny PET
scans. M doc was excited to show ne the difference between
depressed periods and times when there was greater activation in ny
brain. He told ne the images of those depressions were during the
| engthy period when | was not receiving an active agent.

The pl acebo periods were horrible. Al of the patients
wer e apprehensive and scared know ng pl acebo periods were built into
the protocols. During ny 13 nonths | was in placebo phases a total
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of 14 weeks. No effort was made by NIIMH to assist nme in finding a
doc on the outside in the Philadel phia area where | |ive who could
or would take on a conplicated case like mne with a cocktail of
meds that included drugs that were not approved by the FDA for the
treat nent of bipol ar disorder

It was very difficult finding a doc in a city with five
medi cal schools especially after knowing | had been a patient at
Nl VH.  No followup, no phone calls, a cold discharge.

At ny last group neeting the docs, nurses, patients, ny
good-bye, | was told by ny doc with a smle, and he was | aughi ng,
and he was excited, | had broken the record for the nunber of
procedures done to patients on that unit during my tine at NI H

On the day of discharge | net Bob Post, ny branch chief,
on the sidewalk in front of building 10. He was waiting for a bus.
He said, "Thanks for your time and for all the body fluids you have
provided us. Good luck. OCh, by the way, what are you going to be
doi ng?"

| learned a lot while | was at NIH. | had a respect for
research but | would not reconmmend it to anybody. Research is cold
and research subjects are treated with nmuch | ess respect than so-

call ed healthy normal volunteers. | still get nervous when | exit
495 and drive down W sconsin Avenue towards N H
Thank you.

DR. CHI LDRESS: Thank you for your powerful story.

Coul d you just add a couple of mnutes? The Brownsteins have al so
indicated they will provide witten testinony. They were not aware
that was an option and they will later provide witten testinony for
us.

MR M BROMSTEIN. | am Mel Brownstein, Andy's father
and | want to address just one point and that is confidentiality.
Whet her we speak of research or treatnent when dealing with nental
illness we are dealing with the whole famly, that is the inpact of
the illness on the famly as a whole requires -- we reexam ne sone
of the meanings and the function of confidentiality.

For the entire 13 nonths that Andy was at N IVH no one,
neither the doctors or the social workers or the nurses, ever
contacted either ny wife or nyself to share how Andy was faring. No
one opened the door to acknow edge that we were concerned and that
we were part of the illness. |If the three or four extended
furl oughs that Andy got, and they would receive furlough to go hone
for 14 or nore days, our son cane home and no one contacted us after
that for a debriefing. Howdid it go? How did he fair? How did
you respond? How was his interaction with famly, et cetera? Not
one tinme. And there was no support for that.

Nor have they made any effort after discharge to foll ow
up with the patient or the famly. No one fromthat institution
fromthat ward, has ever called Andy or us to say, "How is he doing?
What is happening?" To ne this is a total disregard for either the
wel | -being or the progress, or the state of the patient, or the
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famly.

Confidentiality inplies -- and | was a professor of
social work for many years so | dealt with this. | tried to teach
it. But confidentiality inplies that the treater wll not m suse
the information gl eanmed fromthe treatee, fromthe person being

treated. That is what is shared is not grist for a runor mll. But
it does not nmean that the treater cloaks himor herself in silence
or distance fromintentionally -- fromintinmately concerned parties

who, in fact, play a role in the care and concern of a patient |ong
after the treater is gone.

Andy is home now for al nost a year-and-a-half, two
years. W are the caretaker. W are concerned. W see the depths
of the depression nmy son is going through. W see that this is a
[ife unborn.

These peopl e who have taken his fluid have never nade
any contact or any effort to reach himor us to say what is
happeni ng. What is the product of what we have done? This silence
and di stance seriously negate any accountability on the part of all
t hose who are involved. No one should have that kind of power. And
particularly where there is such vulnerability that control has been
ceded to them where trust is a prerequisite, or prerequisite for a
positive outcone of this illness.

| thank you for the opportunity of talking to you. |
appreci ate what research is but these people were dam cruel.

DR. CH LDRESS. Are there questions to be directed to --
and Ms. Brownstein, too, will be available for questions. So are
there questions directed to the Brownsteins?

M5. CHARO  Just, Jim one.

MR. CAPRON: Use your m ke, please.

M5. CHARO Yes. Can you hel p ne understand why you
went into this protocol to begin with? What led you to do it and
what you expected? And in the course of it as you discovered that
it was perhaps different fromyour expectations whether you ever
considered |l eaving and, if so, how that went?

MR A BROMSTEIN. It is a conplicated question and the

answers are very conplicated. | went in because | was really sick
and | was -- nmeds just were not working and | had -- when | entered
NIH -- | began to be sick in junior high. By '8l 1 was 21 and | was

finally diagnosed. The doctor said as a teenager this is very
difficult to make a diagnosis. The first hospitalization was in
"81. Meds just did not work. | was on lithiumfor eight, or nine,
or ten years. It just did not work. A whole variety. You go
through the list and | was on everything in conbinations for |engthy
trials, retrials, so on

| got a good doc at Tenple University. He was the chief
resident. He was terrific. | loved him The best doc | ever had.

| got to a point after -- | guess it was al nost two
years of working with himwhen he just said, "This is just beyond
me. W have tried, you know, and ny own feelings deep in ny heart
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is that there is nothing nore | could do. | would be lying to you
There is nothing nore that | know how to deal with."

At that point, you know, |ooking through books and
magazi nes | discovered the nane NIH. | had never heard of it. |
talked to himabout it and he said, "Good idea." | nade contact.
The papers were faxed. Al the records were faxed. | was invited
for the interview That was the reason that | canme is because |
just ran out of choices and | was desperate. | nean throughout al
that | just did not give up. | was close but | did not give up and
we cane here.

| do not understand what research is. | amnot a
scientist. | ama layperson. | did not understand what it neant.
When you finally get here and you are here for a period of tinme and
you begin to understand that all of this is blinded, you do not know
what you are on, the nurses do not know what you are on, the doctors
do not know what you are on, everything is in code nunber, you do
not know when you are on sonething, when you are off sonething.

And at sone point you begin to understand that this
bl i nd breaking which they kind of held in front of you like a
carrot, it was the inportant day when we would find everything out,
at sone point you realize you cannot |eave. You cannot |eave
because until you know that a protocol is conpleted, which is the
blind breaking, if you are desperate for help you cannot |eave. You
have got to wait until the end.

M5. CHARO  Thank you

DR. CHI LDRESS: Wuld one of you |ike to add sonething
to that and then we wll have to go to our |ast speaker of the
nor ni ng.

MRS. BROMNSTEIN. Unl ess there are ot her questions
woul d just say that --

DR. CH LDRESS: Could you go to the m crophone?

MRS. BROWNSTEIN. Good norning. | amso glad you are
attending to this problem You are facing a parent who has for many
years been desperate trying to help a child who obviously is
articul ate, capable, in control, a socially very acceptabl e person,
who tried very desperately to make his |ife better. | cannot tel
you how many tines | have scoured the house since he was in junior
hi gh school for items which mght indicate that he is trying to take
his |life because his bottomline is suicidal ideations. He
pr epar es.

So our first episode was to see a collection of pills
and we intervened with that. W found a gun, which we intervened.
Now | look for itens that mght indicate that -- the cars also wl|
be | ocked so that he cannot run the car. Al of those things. So
we live with that. W live with a constant condition of trying to
be human and sociable and a terrible fear, ny feet get cold, the
terrible fear that we wll find our son dead.

So these -- nental illness we have |l earned is very
i ndi vi dual and each individual needs to be | ooked at as a whole with
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the way they function for thenselves, wthin society as a whole, as
t hey devel op as people, or sociable. And in this case you know our
bottom | i ne.

Now | am a hi gh school science teacher, educator, and
know about research because | teach research. | supervise the
school's science fairs and set up the protocols for students and |
am very hardnosed about things |ike controls and setting conditions
under well controlled conditions. This is what | would like to
address this norning: | have no conplaint with sonme of the research
design at least as | saw it and | becane -- you know, was able to
understand it in terns of the scientific product. It is very
difficult to establish controls on a human being. It is not a
tomato plant and it is not a guppy. This is a person who interacts
Wth society in a particular way.

| wll just be brief, okay, because | amgetting signs
that three mnutes is too short to tell the whole story. Wat |
woul d suggest in all the treatnent at NIMH, which is right here, is
that there be established, first of all, an onmbudsman who can be
obj ective and outside of the research in ternms of listening to the
patient so that this is definitely a part of the research design

And there is sonething el se there because there were
times when just fromneedle sticks they were doing for procedures
Andy devel oped phlebitis and the nurse who is very objective and
does not interfere in research either said, "Well, he has a scratch
on his arm" but he did not. This was a |life-threatening problem
and it took a doctor who knew how nurses react and how di spassi onate
they are to sit with himall day and just put ice on and avoid the
terrible consequences of a phlebitis.

So, first of all -- you know, so this dispassionate
attitude is one that needs attention, specially prepared nurses be
there, an onbudsman be there, and that the people have a way of
inform ng society around there that they are especially ill and
under special treatnent.

He was hone one tine visiting and he had an epi sode.
do not know whether it was panic or whatever. But nmy husband and |
did not know what to do. W were afraid to call an anbul ance unit
because they woul d not want to do. They had no indication and they
woul d possi bly give himsonething that woul d counter, you know,
counterindi cate what nedications he was on and whatnot. W had no
recour se.

Well, why can't this people have beepers? Access to an
energency so that sonmebody knows what is happening to them
Sonebody possibly who knows what to do. | nean this should be a

relatively sinple safeguard for those people who are in blinded
studi es.

Now | could go on and on but those are practical
proposal s for taking care of the blinded nature of these studies and
confidentiality, and their vulnerability in terns of not being able
to tell anybody what is happening, or believed because they are
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psychiatric patients. People say, "Oh, they are crazy," and they do
not |isten.

DR. CHI LDRESS: Thank you. W will |ook forward again
to receiving the witten report which will flush some of this out
and al so any further recommendati ons you m ght have.

Qur | ast speaker for the norning is Dr. Vukov. Ckay.
Again five mnutes only and we do have witten testinony that has
been circulated this nmorning to the conm ssions so you shoul d have
that in front of you

DR. VUKOV: | am Dr. Judith Vukov from Los Angel es and |
am goi ng to speak to you about the abandonnment and negl ect of ny
daughter and the m srepresentation by the research teamin regards
to ny daughter, Abby.

| amnot only a grieving nother but I amalso a
practicing psychiatrist. M daughter, Abby, at age 25 died four
years ago this nonth. She died of aspirin toxicity and undue del ay
in diagnosis according to the coroner at a local ER 15 m | es away
fromthe state hospital and the research unit.

Abby di ed because she was placed at risk as a research
subject. Even when her condition becane |life threatening and she
was negl ected the research records reveal that there was no attenpt
to intervene either nedically or psychiatrically.

Later an investigation by the California Health
Departnent revealed: (1) that there were no nurses or doctors there
for the | ast 18 days of Abby's life. (2) that the research team
m srepresented unit 45 as an acute care unit when, in fact, it was
only an imedi ate care facility al so known as a group honme. (3)
Abby had been adm ni stered Tyl enol 13 years by the nonprof essional
staff during the |ast week of her life and there were no physician
notes indicating why or what the reasoning was, or why nothing el se
was given. There was also no treatnent plan for the 54 days that
she was on the unit.

| mght also add that on the night that Abby |ay dying
in the emergency roomthe night staff recorded her as alive and well
on their unit.

Abby's case was pivotal in the L.A County decision to
bar all conservatees fromparticipation in research of any kind in
Los Angel es County or apparently in any other county in California.

Later frominformation received froma FO A request it
becane apparent that the research team al so adjusted her di agnosis
to fit the protocol and ignored her nmedical history. 1f they had
conplied with the inclusion and exclusion requirenents she woul d
never have been in the research.

(1) to be included in the research one nust have a clear
cut di agnosis of schizophrenia. The UCLA teamignored their own
findings of bipolar disorder wwth organic features and placed her in
the research. They also ignored all the previous di agnoses by
previ ous doctors, none of which was schi zophreni a.

(2) the exclusion criteria said that there should be no
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hi story of neurologic conditions. Abby had Tourette's Syndrone.

She had Siddenhami s Chorea. She had al so had been the victimof two
assaults in the previous nonth in the state hospital and had two
head injuries.

When Abby's condition deteriorated and dramatically
changed for the worse by docunented by the very sparse records
instead of reverting to standard practices they had prom sed in
their informed consent the researchers only utilized --

(Technical difficulties.)

DR CH LDRESS: | amvery sorry.

DR. VUKOV: Can you hear me? Is it still on? Is it on?
DR. CHI LDRESS: The recording i s worKking.

DR. VUKOV: Ckay. | was going to say that the

researchers utilized behavior nodification and shunning, a practice
that was outlawed by the L. A County Patient's R ghts D vision many
years before and which | cannot use as a private psychiatrist.

The attitude of the UCLA teamto ny daughter's death and
the findings of the investigations can be sumed up in a statenent
by the head of the teamin a fact finding event.

When asked if he kept records about Abby's death he
said, "If | saved all the material that canme across ny desk | woul d
not be able to sit down." Thus the findings about nmy daughter's
death only filled his wastebasket.

|, too, once believed that research would turn Abby's

life around. It turned nmy life around 40 years ago in a study with
t he endoscopy tube and I m ght say the researcher still knows ne and
still knows ny nanme 40 years |ater

| think that attitude in this country has changed and
that care and consideration. Fromwhat | now know | use every new
drug with trepidation knowi ng that was uncovered in the
i nvestigation of Abby's tragedy and that of others is system c and
pervades all levels of the research comunity.

To sumup ny feelings and those of others the L.A
Patient's Rights said to ne that if this had happened in a private
hospital they would have pulled their license and shut them down. |
was shocked.

The recommendations | would like to make is that there
i s an autononous doctor outside of the research community, an
internist. Apparently researchers do not believe that these people
get physically ill fromthe psychiatric nedications or whatever
medi cations they are being adm nistered. | do not think the
psychi atrists or even the research psychiatrist today knows enough
about internal nedicine anynore to protect the patient or cares
enough and | also do not think the nurses know enough. | think
there needs to be an independent treatnment team watching out for the
wel fare of the patients.

| also think that there should be sanctions for the
violations of state and federal law. | think that once this happens
anywhere in this country NIH should stop all funding of all research
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going to that institution. | really resent the fact that these
people are still being funded wwth mllion plus grants every year
si nce Abby di ed.

You say -- sonebody here nentioned to go to OPRR |
wote to OPRR a year-and-a-half ago. | was just informed by them
that the woman who was supposed to be investigating |eft her
position so it still has not been investigated.

You also said to talk to your attorney general. The
attorney general protects the enpl oyees of the state. They do not
protect the patients. In our case the attorney general supplied the
| egal counsel for the doctors. You cannot go to the attorney
general. The attorney generals are there for the state only and
their enpl oyees, not the rest of us. W have to go to the federal
gover nnent .

Thank you.

DR. CHI LDRESS: Thank you. Could you remain just a
moment and let nme see if there are any comments?

Thank you very nmuch for sharing this very noving story.

| thank everyone who has presented today including those
who presented witten testinony only. W are glad to have both when
it can be made avail abl e.

These stories and in many cases the explicit
recommendations that follow the stories and in other cases the
inplicit ones will be very inportant for us as we deliberate our
report and our reconmmendati ons of possible guidelines and the |iKke.
So we are grateful to all of you who took off tinme to join us today
and bring your stories before us.

We obviously are still running behind and we will need
to assenble at 1:00 o' clock so you will have 47 mnutes for |unch.
W will begin with the T.D. case. | talked to all the

parties who are planning to discuss that and all of themcan renmain
until the early part of the afternoon so we will do that as the
first matter on our agenda this afternoon and then turn to our own
del i berati ons.

| thank everyone agai n.

(Wher eupon, a luncheon recess was taken at 12:14 p.m)

*x * * % %
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AFTERNOON SESSI ON

DR. CHI LDRESS: Thank you for rushing back from | unch.
| amvery grateful to you since we have a full afternoon

W will have additional public testinony on the topic of
decisionally inpaired subjects at our next neeting. At |east one
ot her person at the end of the neeting today indicated they had
decided to testify. Since it becane so |late and our schedule is so
tight and he has submtted witten testinony to us he agreed to
testify in Cctober. | amsure there will be others as well when we
fol |l ow up.

Anot her part of what we had planned for the norning that
we have to do in the afternoon is to discuss the T.D. case that you
are famliar wth having received the case before. The case that
was hard to read.

W have with us parties who have been invol ved and
remain involved with this particular case for the first part of this
di scussion and limted to ten m nutes of presentation, however they
choose to divide it anong the participants, and you have their nanes
on the sheet, are Stephan Hainowitz, who is assistant counsel in New
York State O fice of Mental Health; John O dham New York State
Psychiatric Institute and so forth; and then joining in the question
and answer period will be Susan Del ano who is clinical research
coordi nator for the Research Foundation for Mental Hygiene.

And then after we have had our discussion with them we
will turn to Ruth Lowenkron.

Al right.

Again you are free to work out that ten mnute sl ot
however you w sh

DR. OLDHAM Thank you very much.

| am John O dham and Steve and | are going to be making
sone remarks and we will do our best to divide the tinme roughly
bet ween us.

| would like to just quickly say a word about the case
fromthe point of view of the New York State O fice of Mental
Health. First of all, | appreciate the opportunity to talk to this
commi ssion and | think the task that you are engaged in is extrenely
inportant. We feel very strongly that it is critically inportant to
support that when research is done it is done in an ethical way and
it is done to maxim ze benefit and to mnimze risk.

In fact, the T.D. case energed as a result of a process
that we began in the Ofice of Mental Health in an effort back in
the late "80s to try and strengthen protection for research
subj ects. The agency, the Ofice of Mental Health, had earlier
research regul ations that we did not feel were sufficiently
protective and after a | engthy public disclosure process we -- after
public comment and interaction with many, many different groups,

i ncl udi ng advocacy groups, which al so included the advocacy groups
who |ater were the plaintiffs in the litigation, negotiated and
ended up accepting new regulations in the Ofice of Mental Health,

67



whi ch we thought provided greater protection to vul nerable
popul ati ons.

One exanpl e of that was that when there were patients
W th questionabl e capacity to sign infornmed consent prior to the new
regul ations the director of an inpatient facility was allowed to be
the surrogate consenting signer for such a participant in research
We did not feel that was appropriate and we changed that by the new
regul ati ons.

In 1991 litigation was filed, the T.D. case, and it was
filed by three different advocacy | egal groups on behalf of six
patients who were hospitalized in state facilities. It is inportant
to know that none of these six patients had ever participated in
research to our know edge. All six of them however, had been given
medi cation against their will through the standard New York | egal
procedure of court authorized adm nistration of nmedication and it
was contended that these six patients were fearful that they m ght
be involuntarily required to participate in research

It turned out that this case went before the trial court
in New York and this went on for several years and eventually a
deci sion was reached by the trial court. The case was brought in
two maj or categories and Steve Hainmowitz will tell you a little bit
nor e about that.

One jurisdictional which indicated that the contention
of the plaintiffs was that the Ofice of Mental Health did not have
jurisdiction to issue regulations but only the Departnent of Health.
The second part of the case was nore substantive with contentions on
the part of the plaintiffs that there was a highly risky research
bei ng done that was quite harnful to patients who were vul nerabl e
and they made a whole series of allegations in their papers about
t he content and substance of research.

We appeal ed this case after it had been found in the
trial court to be in favor of the plaintiffs. The response fromthe
defense was to focus specifically on jurisdictional and
constitutional questions and not to respond wth regard to the
substantive issues and unfortunately that strategy becane a problem
because the court record that was |aid down included a series of
unsubstantiated all egations on the part of the plaintiffs with no
exploration of those issues.

| would just nmention a couple of exanples of that and
specify a couple of problens that we are quite concerned about. One
is that, in fact, the plaintiffs contend that there is highly risky
research being done in the Ofice of Mental Health operated or
licensed facilities and that it is being done with patients who are
bei ng asked to participate in research but that it is nonconsentual
as the plaintiffs' claimand they also contend that not only is this
highly risky but that it does not offer -- and | am quoting here --
"one iota of benefit."

One of the problens is that we do not agree that many of
t hese contentions are true. As far as we can tell and to our
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know edge there is no research that the Ofice of Mental Health
licensed or operated facilities is doing that is high risk in our
opinion. In many efforts to settle this case in discussions with
the plaintiffs' attorneys we attenpted to agree upon the concept
that is in the federal regulations for children which is the notion
of a mnor increase over mniml risk. To our know edge there is no
research being done in New York other than at a risk level that we
woul d categorize as a mnor increase over mnimal risk.

A second critical point is that the plaintiffs have
requi red and the court has accepted that all protocols be defined as
nont herapeutic in their entirety if any elenent of the protocol is
nont herapeutic. Therefore, any single conponent of a research
protocol that is nontherapeutic will categorize the entire protocol
as nontherapeutic. The result of that, we think, is enornously
unf ortunate.

Let me just nention one exanple of how this becones a
real problemin just a nonent. Let ne just add that once this
deci sion was nade by the appellate decision after we had appeal ed
the case it was upheld by the appellate division in New York. This
is the First Appellate Departnent, which is Manhattan and the Bronx.
At that point the decision of that court was to |limt the scope of
the finding in favor of the plaintiffs but only for nonfederally
funded studies.

The plaintiffs have at this point petitioned and nmade a
nmotion to the state's highest court, the Court of Appeals,
requesting that the findings of the Appellate D vision be extended
to apply to federally funded studies as well and also to therapeutic
studies. That is now on the Court of Appeals' cal endar.

The exanple of the problemthat is created by this is
illustrated by the follow ng exanple: W have a federally funded
research protocol at ny institute which invol ves adol escent suicida
patients. Adol escent suicide -- suicide is the third | eadi ng cause
of death of adol escents. Suicide in this age group has increased
over 200 percent in the last ten years.

This protocol involves hospital based treatnent for up
to three nonths, at no cost to the patient, which is extrenely
t herapeutic. One conponent of this study is a |unbar puncture which
is required in order to get central nervous system serotonin |evels,
which is a critical conponent of the study to determne if by this
means we can identify those at highest risk to enable us to have a
prevention strategy for this extrenely devastating condition.

This is in our view a highly therapeutic protocol but
because it contains a lunmbar puncture it is now defined as entirely
nont herapeutic. At the present tine it is only possible to continue
to do this because it is federally funded. |If the Court of Appeals
were to decide in favor of the plaintiffs this would now be illega
in this state.

Qur concern is although it is limted at this point to
psychiatric patients that the principles apply to subjects under the
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age of 18 and all adults where there is a question of capacity to
consent. That could well establish principles that could go well
beyond psychiatric patients to other nedical conditions as well.

St eve?

MR. HAIMOW TZ: Thank you. | want to make two very
brief points. One on the point that Dr. O dham just nade about the
classification of protocols.

As a result of the court decision it is nowthe case in
New York that a protocol which is predom nantly therapeutic, if it
has a single nontherapeutic elenment the entire protocol is
consi dered nont herapeutic, and if it is not federally funded it is
prohibited. Think of it in terns of what we have learned in the
| ast decade about at |least for the HHVAIDS community the desire to
| ook at research as a nmeans of access to getting, hopefully,
effective treatnents out there nore quickly than woul d ot herw se
occur or in the area of the struggle that goes on with HMO s to get
cancer treatnents that are still experinental paid for by patients.

As a result of the decision the access to, hopefully,
hel pful nedications are limted for people that are incapable and
the science that could be generated by their participation in
t herapeutic research is also inpeded. The other thing that is
interesting to note is that if you contrast the situation in New
York with both the federal regulations and in the effort underway in
Maryl and to think about these issues in a coherent way you have New
York taking the position by its court's ruling on the constitutional
guestions that the traditional notion that an I RB | ooks at the
entire protocol and assesses the reasonability of the risks in
relation to the benefits, that no longer is legal in New York if
there is a single nontherapeutic element that precludes at | east
sone people's participation in the research.

The one other point that | wanted to make quickly is
t hat people often ask us how could this occur. How could what | ooks
i ke an outcome which is at least in part problematic, how could it
be the constitutional |aw of New York? The answer is that for
reasons having to do with | egal strategy, the attorneys handling the
case at the tine, decided to present this case as one of what is
called nmotions -- request notions for summary judgnent. That is the
issue was framed in terns of constitutional principles that had
evol ved in other areas of health care.

As a result the characterization repeatedly made about
the kind of research that is involved here of it being life-

t hreatening, high risk, no benefit was a characterization that the
court having heard it so many tines ultimately accepted as true

w t hout there being any exam nation in the court of the question of
how you | ook at risks of research participation as contrasted with
standard treatnent as contrasted with the illness itself.

How do you assess benefits? The entire question was
sonet hing that, though identified in some court papers, was never
exam ned by the court. As a result of the decision at |east in New
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York when the court decides a matter as a question of constitutional
of law, to a large degree it ends the dialogue. It ends the debate.
Qur concern is that whether it is psychiatric research or pediatric
research, or neurol ogical research, that this sort of paradi gm
presented by the New York courts or announced by the New York courts
wll begin to be viewed around the country as the paradigmto be
appl i ed.

We hope that, of course, this comm ssion will |ook at
the reality of research and conme up with nore workable -- principled
and nore wor kabl e concepts that will guide research

|f there are any questions | am sure John and | woul d be
happy to try to answer them

DR. CHI LDRESS: Well, thank you both and thank you for
packing it all into the tinme |limt too. That is very inpressive.

If all three of you -- if you would like to -- well, be
where you can reach the m crophone.

Al ex Capron has a question first.

MR. CAPRON: | would like your help in unpacking these
categories of m xed therapy and research. There are certainly
situations in which a standard form of therapy is being given and
added to that would be a new therapeutic agent. A second category
woul d be a standard therapy is being given and the desire nowis to
do a research procedure of the type that you nentioned of taking the
spinal fluid because a question has never been answered what is the
di agnostic sign that mght say that although it is effective with
all these people, maybe sone need it nore than others or it is going
to be nore effective in one group or another, mnmake sone
differentiation w thout changing the therapy.

Then there would be situations in which you are trying
out a new agent which you hope and believe woul d be therapeutic
based upon the preclinical use and along with that would be
moni toring the outconmes and doing sone tests of the type that you
descri be.

Now in all of those one could say this is "therapeutic
research.” One of our predecessor conm ssions and one of its staff
menbers, Robert Levine, has been | obbying for 20 sone years to get
us all to drop the term "therapeutic research"” because of its
potential to confuse both the investigator and the subject. | just
stick with the term nol ogy because you have used it.

Wul dn't you say that there are substantial differences
in these three, and if you would |Iike any additional types, of m xed
t herapy and research?

DR. OLDHAM Yes. | would just say a word about that.

It is obviously a very conplex area and | amfamliar with Robert
Levine's argunent and pretty nmuch agree with it.

The problemis that the whole notion of how you sort of
-- the principle we have foll owed has been that our charge to the
| RBs has been that their job is to assess risk and benefit and to
adj udge the overall benefit and assune that it outwei ghs any
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significant risk

Overall the problemis that as we understand this court
proceedi ng, and as the court seens to have accepted the definitions,
any process that is involved as a conponent of a research study,
even if in fact it is a conparison of two already established
t herapeutic agents, but you are studying sonething to determ ne
whet her there is a difference between one group and anot her, and
that is not a test that would ordinarily be done in the routine part
of treatnent wth those nedications or treatnents, that that is the
nont herapeuti c el enent that woul d then categorize the entire study
as nont her apeuti c.

Likewse if there is sonmething |ike a PET scan that
needs to be done as a conponent, let's say, of a new nedication that
is in Phase Il or Phase IV trials, that would no | onger be possible
either. Now we are only tal king about research with the popul ati ons
in question but it is all subjects under the age of 18 and, in fact,
adults where there is a question of capacity.

But the definition as the courts have construed as we
understand it is categorical and inflexible in that way.

In contrast, | mght say, to the plan that we think is
very reasonabl e being put together by the attorney general's office
in Maryl and providing a work group product that recomends an
overal |l assessnent of benefit and designating protocols as
t herapeutic or beneficial if overall they are beneficial even if
they contain sone el enent that is nontherapeutic.

MR, CAPRON:. What | wondered is you gave a particul ar
exanpl e of people who -- teenagers -- who would definitely fal
within the category where this question is going to arise and for
whom the intervention that you are tal king about is very inportant
because ot herw se behavioral manifestations are disastrous. |s that
correct?

DR. OLDHAM That is correct.

MR. CAPRON: Now if that were the case then if you were
decoupling the -- that intervention fromthe spinal tap then there
woul d be not hing that would prevent you fromdoing -- from providing
the treatnent, right?

DR. OLDHAM That is correct.

MR, CAPRON: Is this an established treatnent? Are you
in the category then?

DR. OLDHAM  Absol utely.

MR. CAPRON: So you are doing the spinal tap.

DR. OLDHAM The reason that is, | hope, a pertinent
exanple is because, in fact, it has been determned in adults that
| ow central nervous systemserotonin |levels are predictive of the
very highest risk category for research -- | mean for suicides.
Sorry. Suicidal risk

It has already also clearly been established by many,
many publications that you cannot automatically assune that what has
been found to be true in adults applies to children and adol escents
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and yet in adol escents the suicide rate is anong the highest there
is. This particular finding happens to be critical as part of this
research protocol and is exactly what would not be all owed.

MR. CAPRON: Just so | can understand further, it would
be -- would it or would it not be the case that these patients would
otherwi se be given this treatment? This is now the standard
treatment. You are just testing this diagnostic marker?

DR OLDHAM In this particular case at this particul ar
institute this treatnent is probably nore extensive, nore intensive
and nore avail able than woul d ot herw se be available but it would
not otherw se be available at the institute which is funded by the
state to do research. These people have this entire treatnent in
the context of the research protocol and it is at no cost to them
They woul d ot herwi se need to apply for whatever third party covered
treatment or public support treatnent that could be avail abl e
el sewhere.

MR. CAPRON: So if hospitalized in another hospital they
woul d not get this treatnent?

DR. OLDHAM They woul d get whatever that hospita
offered in terns of treatnent. | do not think, frankly, in the era
of managed care these days that it would be likely they would cone
close to the kind of treatnment that this protocol provides but that
is one specific exanple.

MR. CAPRON: | nean all of this begins to have sone of
the sound of the WI I owbrook experience and | do not nean to paint
with too broad a brush but the parents there were al so being told
that the -- in that case the condition was hepatitis was endem c in
the institution, that they needed this institution because there was
nothing else to do for their children by way of treatnent.

If they wanted to get into the institution the only way
-- the only door that was open in an over crowded institution was
the door to the research unit and they woul d have to then agree to
allowing their child to be given hepatitis and afterwards peopl e,
Davi d Rot hman and others, witing about this made clear that the
parents here really felt they had no choi ce.

What you are describing is people who need the
treatment, the only really effective treatnent is the one you are
describing, and the only place they can get it is at a research
institution.

DR. OL.DHAM Let nme clarify --

MR. CAPRON: Is that a fair --

DR OLDHAM No, it is not. Let ne clarify. 1 do not
mean to -- | amnot trying to nmake the point that this research
institution is the place and the only place that this treatnent can
be provided. These teenagers who have suicidal depression should be
able to get satisfactory adequate treatnent lots of places. W are
a very small facility. W have only 36 research beds and this
protocol is only a small part of those. So there are not many
nunbers we are tal king about here. W are not saying this is where
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you need to cone and then we are going to do research on you.

VWhat we are saying is, in fact, that if, in fact, you
eval uate this entire protocol, one conponent of which is crucial for
this study, by the way we think it is very substantial benefit that
is made available to these subjects who voluntary agree to
partici pate and whose parents consent to this treatnent. | would
i ke to make that one clarifying point also which is that we --
unli ke the contention by the plaintiffs that this is nonconsent ual
research -- do not do research with patients if they do not assent
to the treatnent, both children and adults, regardl ess of capacity.

MR. CAPRON: If | may just ask one final question.

In this particular case is the only place treatnent |ike
this is givenis institutional or do people progress from
institutional settings into outpatient settings?

DR. OLDHAM They woul d progress but these are patients
who are so suicidal that at this point in their illness the hospita
based treatnent is appropriate.

MR. CAPRON: The exam nation that you propose to do
could only be done at that point in their illness?

DR OLDHAM As part of --

MR. CAPRON: Is it before they get the nedication that
you have to do it?

VWhat | am wondering is obviously if the major concern
here is this difficult question of the freedom of people to nmake
choices and the ability of their famlies to protect them once they
are in institutions and whether or not what we heard this norning is
representative or not, it is certainly indicative that sone people
have found thenselves in circunstances where they as individuals and
the famly nenbers were unable to act in the normal protective way
towards these institutionalized famly nenbers.

DR. OLDHAM | understand your --

MR. CAPRON: So the reason | suppose the court, as |
read the decision, is particularly concerned about it is that
setting. |If you were able in other words to -- not just you -- but
anyone was able to give this treatnent. The patients then are
returned to a hone setting where they are taking the treatnent and
then a sanple of them agree, and sonme will not agree but sone woul d
agree, to have their spinal fluid exam ned to see whether the
pattern of variation is the same in themas it is in adults. Then
you woul d take yourself entirely out of this.

You would still get the research results you need and
you woul d not have the sense that people who were desperate to get
into an institution because their managed care plan or their
hospi tal does not provide the appropriate treatnent are saying to
you, "Well, if |I have to do this," or they are saying to you, "I
hear you tal king about therapy and I do not really hear you talking
about research,” is what we heard froma |lot of people, "so | wll
sign the fornms. | will come inand | wll read all of this." That
is what is so worrisone in all this.
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DR O.DHAM  Well, first of all, | understand the
concern. | know the situation about the WII owbrook situation and
these are very, very real and serious concerns. | would add,

t hough, it is my contention that there is light years of difference
bet ween what goes on in very carefully presented and nuch nore, |
hope, and | think I amcorrect on this, dialogue that is tinely and
careful and informative in the process so that | was disturbed just
as you were, | amsure, to hear sone of these testinonies earlier

t oday.

However, | et ne nmake one other point in response to your
particular point. | think | amcorrect -- and, Steve, correct nme if
| m sunderstand -- but it would not matter in this particular case
because these subjects are under the age of 18 and that is all that
determ nes the decision. So it does not matter whether they are in
the institution or not.

MR. CAPRON: | thought the regul ations applied to
research done at these state run and state licensed facilities. Is
there any private physician in the State of New York?

DR. OLDHAM The regul ations apply to the Ofice of
Mental Health operated and licensed facilities and do not specify
i npatient or outpatient. Therefore, any clinic, any outpatient
clinic that bills Medicaid or Medicare is covered by this suit.

DR CHI LDRESS: Alta?

M5. CHARO No, Alex actually covered very close to what
| was going to ask so | will pass to Arturo.

DR. BRITO A specific question about -- | understand
your point about the conponent that can deternmine the entire
research protocol illegal in your state now M question is who

determ nes or what is determ ning that that conponent, we are

tal king about the spinal tap specifically here, that that is nore
than mnimal risk because if you |l ook at nunbers it truly is not
nmore than mnimal risk. So are you inplying that it has been
determ ned that that is nore than minimal risk because of the snal
possibility?

DR. O.DHAM Well, in our view -- we have actually tried
to research this question because this particular procedure, a
| umbar puncture, is one that has conme up. Qhers that have conme up
have been PET studies, PET scans, which are also what in this
l[itigation are used as exanples of nore than mnimal risk and are
sort of globally swept into what the plaintiffs refer to as highly
| et hal / highly risky procedures.

This particular lunbar puncture in our research of the
literature, although it can be occasionally sonething that produces
di sconfort, is done wdely. It is done every day in every general
hospital. It is done with |ocal anesthesia and is usually not
pai nful in routine cases and about ten percent of the tinme can
produce a bad headache that usually resolves within 24 hours.

My own view, nost of us in the institute would
characterize this, in fact, as mnimal risk. There are those who
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woul d agree and it has been proposed that it would be certainly no
nore than a mnor increase over mnimal risk and we would be
confortable with that. That has been a category that the plaintiffs
in this case have not been willing to accept and at | east as they
have defined things in the context of the litigation these have been
procedures that they have insisted on categorizing as high risk.

DR. CHI LDRESS: Any other questions or comments fromthe
conmmi ssi oners?

Ber ni e?

DR LO Can | ask a question -- | would ask you to
answer it fromyour hat as soneone who is directing a |large research
programat an institution as opposed to one of the parties involved
in this case.

This norning we heard a |ot of testinony expressing
concerns that famly nenbers were not part of the decision making
process either at the onset of the research or the continuing phase
of the research, that there may not have been opportunity to
wthdraw fromthe study after once enrolling, particularly in the
context of sort of a closed institution as opposed to an outpatient.

Do you think your regulations in New York address those
i ssues? If not, how would you suggest responding to the concerns we
heard this norning?

DR. OLDHAM Let nme just say a word about this and
m ght ask Susan Del ano, whose responsibilities include oversight of
the IRB for all of the state operated and licensed facilities.
hope that | amcorrect, and | think | am that we do a hard job to
try to be very careful and conscientious and attentive to these
ki nds of concerns. W charge our IRB to be very, very conscientious
and careful and scrupulous in its review.

We, in fact, nmake it very clear to our investigators
that they need to proceed with using infornmed consent not as a one
signature concept but as an ongoing process that goes throughout the
course of the person's hospitalization and we nake it very clear to
all participants in research that it is their right at any tine to
wi thdraw, to object to continued participation, and the nonent they
do so we withdraw themfromthe study. W encourage our researchers
to repeatedly nake that clear

We al so have a research nonitor who is constantly
reviewi ng the records of our research protocols and bringing any
concerns and questions to our attention that we may not otherw se
have known.

In addition, we have appointed specifically a patient
consuner who is a fornmer participant as a patient in research as a
menber of our IRB and we also have a famly nmenber of our IRB so
that we have sonme of these pieces in place that we heard sone talk
of this norning and we think that those are useful suggestions.

Susan, would you add to that?

M5. DELANO Yes. In the process of devel oping the
regul ations we were very concerned about the ability of patients to
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obj ect and we specifically wote into the regulations a provision
that not only should the objection of an incapable patient be
honored but that any nenber of any of the classes of authorized
surrogates could object and withdraw a patient fromthe study.

So, for instance, if a spouse had provided consent to
participation in research and an adult child objected to that
person's participation, that adult child would be authorized to
wi t hdraw t he person fromthe research.

The only exception to these that was built in was that
the objection of either the patient -- the objection of the patient
could be overridden if a court application was made and the patient
was found to be incapable and the court authorized treatnent over
objection within the context of the research. That provision for
overriding the objection of a patient was put in for the specific
pur pose of allow ng access to nedications that were investigational
where the only neans of accessing a therapy was through a research
protocol. To our know edge that provision was never used. W
anticipated that it would be an extrenely rare event. So we were
very consci ous of that.

You raised a point, too, about the involvenent of famly
menbers. \Wien we were devel oping the classes of authorized
surrogates we did in the regulations rely on famly nenbers to be
the second line of surrogates to authorize. The first line of
surrogat es being surrogates chosen by the patient.

We al so worked very hard in our research protocols to
encourage patients to involve their famly nenbers to assist themin
maki ng deci si ons about research participation and where the famly
menbers agree we do provide information to famly nmenbers about
partici pation.

DR. CHI LDRESS: W thank you very nuch for participating
today in this discussion.

Now we turn to Ruth Lowenkron who represents Agency
Disability Law Center and the New York Lawyers for Public Interest.

Ten m nutes and then we will have a di scussion.

M5. LOAENKRON: | am sorry.

DR. CH LDRESS: Ten m nutes for your presentation and
t hen di scussi on.

M5. LONENKRON: Great. Thank you for inviting nme here
and |, too, |ike nost of the speakers, would |ike to thank the
comm ssion for the work that it is doing and the fact that it is
| ooking into these very inportant issues.

As Professor Childress nentioned | amw th the
Disability Law Center and New York Lawyers for the Public Interest
and we are both one of the plaintiffs and one of the counsel in the
T.D. case that the previous speakers have discussed. | wll respond
to a fewthings that they said but primarily stick to what | had
prepared to tell you which is nmy recommendations for the commttee
that | come to after seven years of litigating this case and cone to
in part on the basis of what the T.D. decision holds.
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| guess the nost inportant thing | wanted to say in
response is that the three individuals who spoke before will give
you a conplete different sense of what went before the court for the
| ast seven years than what in reality happened. | think the best
way for you all to know what happened is to take a | ook at the 3,000
pages worth of record, all of which were put together based on
entirely -- based solely on docunents that we received fromthe
state. W are not nmeking up stories. W are not here to have a fun
time. We are not here to point fingers. W put into the record
t hose experinments that were happening and they are there for anybody
to see and we can di scuss further.

| think what is also inportant to knowis that the
chal l enge was not only to what was actually going on, the
experinments that were going on, which are noted in the record, but
al so the potentialities of the regulations, what the regul ations

would allow. | nean, in one way | suppose | should feel good that -
- it seens that Dr. A dhamis boiling down the one problemto the
kids with the -- where research cannot go forward because of the PET
scan.

And, in fact, that is the posture they are taking in the
litigation because they have not appealed this matter. W have
appealed it as Dr. OQdhamtold you. The plaintiffs have appeal ed
the matter to our highest court on the very narrow i ssue that the
deci sion for an inexplicable reason decided to exenpt federally
funded research but the state is not appealing it.

The response that | would like to give with respect to
the exanple that Dr. O dhamused is twofold. One is pointing to
what Professor Capron was dealing wth, which is there are a nunber
of different projects that were not addressed in Dr. O dham s
testinony. In other words, those protocols where you are talking
about an el enent that is nontherapeutic and part of an experinent
which is not the normative treatnment. So that is a whole different
ball gane and it has not been tal ked about.

But to stick with that very narrow area that Dr. O dham
tal ked about one of the things that can be done is an unbundling, to
again pick up on the words of Professor Capron, and in fact when the
court ordered a stop those kind of nontherapeutic treatnents that is
preci sely what the Departnent of Mental Health did. They unbundl ed
the experinents and so the individuals continued to get what was the
normati ve treatnment without in that instance -- | believe it was the
spinal tap

Ckay. | assune you will have questions of ne but | wll
get right into what | wanted to recommend. Again | think that a | ot
of it is based in the T.D. decision. | have provided you all with a
copy of the decision as well as our Court of Appeals brief. | think

what is critical is that formally the State of New York allowed --
and | should say to nake very clear that the chall enge and,
therefore, ny cooments today, dealt solely with (a) greater than
m nimal risk research and (b) research on incapacitated adults and
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children. So it is limting a whole bunch of research that | am not
going to be tal king about. Needless to say sone of the issues that
wer e brought up before when you have soneone who does have capacity
and you run into problens and want to do mnimal risk research

In the context of that greater than mnimal risk
research on incapacitated adults and children what the state had
been all ow ng was nont herapeutic research to be done on the basis of
a surrogate -- for incapacitated adults on the basis of a
surrogate's say so without any kind of a say so fromthe individual.

Yes, if the individual objected they would not do it
and, of course, we think that is an inportant safeguard. But shy of
an objection it was enough for a famly nenber to say yes or no.

The court found that that was inperm ssible. The court found based
on due process rights that individuals have not to be experinented
on and based on comon | aw privacy rights that was inperm ssible and
we strongly suggest that that is a line that should be taken in
whatever it is that this commttee cones out wwth. | should add
that we woul d endorse that the commttee cones out with regul ations
and not just guidelines. That you really have sonething nore to
sink your teeth into to have regul ati ons.

So that is one aspect that we clearly endorse and al so
with respect to children the court found that when you are talking
about nont herapeutic research that that cannot be perforned on
research, that a parent cannot consent to that kind of research on
children. Again pointing to our comon |aw -- our notions of
privacy and our due process constitutional rights. | should add,
too, that the courts, though they are New York State courts, they
did not rely solely when you were tal king about constitutional
provi sions, they did not rely solely on the state constitution but
| ooked to the federal constitution as well.

Wth respect to possibly therapeutic and possibly
beneficial experinments we did not say you cannot do them by any
means. | amsorry, | should add that we are not putting a bl anket,
no, you cannot do nontherapeutic research on incapacitated adults.
We are saying that where the incapacitated adult, when the
i ncapacitated adult had capacity drafted a formof an advance
directive, be that a proxy to make determ nations or be that a
witten [iving will sort of a docunment. Wen such an ani mal exists
that specifically delineates the individual's desire to be a part of
nont herapeutic research that that is permssible as well.

| think the docunents that have been distributed here by
both Dr. Mdrreno and Professor Dresser tal k about the abundance of
l[iterature going into advance directive issues. W endorse that as
well as the protections that are in both of those articles as well
internms of ensuring that the individual has capacity when the
directive is established.

| should also note in the docunents that | provided to
you part of the court papers have a research directive albeit for
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the therapeutic context but that is also sonething that could be
utilized by this commttee.

Moving on to the context of possible therapeutic
research there we are very clear in saying there too where there is
an advance directive therapeutic research can go forward but it
cannot go forward in the manner that the state had fornerly said it
could which is just again by the nere say so of a famly nenber or a
cl ose friend.

| am already being told it is tine.

Okay. | would just like to say that that is working
really well in New York. There -- since the court stopped that kind
of research there were a nunber of petitions nade by hospitals to
continue to do that possibly therapeutic research and in one
instance it was uncovered that it was not possibly therapeutic, that
it was nontherapeutic, and in four other instances it was just
stopped. So | think it is a good nechanism It is working.

In New York we have already a systemin place where the
courts are very accessible to patients in psychiatric facilities and
it fits into that systemwell and the court is easily accessed.

The court in T.D. also gets into a nunber of issues with
respect to notice about capacity and we woul d strongly endorse that
those be followed. | guess | amgoing to do this real shorthand.

What we would |Iike to suggest is that regul ati ons conme
fromthis commttee that address all human subjects research that
are not limted just to those which involve federally funded
research and that in addition regul ations conme out that enpower OPRR
or such an agency to actually do investigation of incidents so that
all of the people who cane here today could have felt that their
incidents were investigated right then and there and not several
years | ater when one conplaint is filed, and that they have the
ability to remedy abuses.

One thing that | think is real inportant, and this is
sonething that | think Dr. O dhamand | agree on, that there are
i ssues about what is mnimal risk and what is greater than m ni nal
risk. Certainly if you are going to throwinto the mx this m nor
i ncrease over mnimal risk we would strongly endorse the concept put
forth in the Dresser article that exanples be given of what is
clearly mnimal risk and what is clearly greater than mnimal risk
so that there is often sone uniformty.

Wth respect to mnor increnment over miniml risk we
woul d caution against that and we feel it is a slippery slope and if
you go that line that it be studied in depth to see how it works out
and that it is narrowy defined.

The | ast one sentence is that we urge that the
provisions in the regulations that tal k about deferring to state | aw
is inmportant. We have seen it to be inportant now where New York
has put so many protections in place for patients.

DR. CHI LDRESS: Thank you.

Eric?
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DR. CASSELL: After listening to both I am | ooking
forward to what is the solution to be. Good persons on both sides
who wear only white gloves, it cannot be the case. You can over
protect just as you can damage research subjects. After all we have
heard egregi ous exanpl es of very bad things being done to people
today. On the other hand Broadway in New York is the new nenta
institution because of the protection of the institutionalized
subj ect and deinstitutionalization was done to protect patients
agai nst the bad things that happened in institutions so now they sit
on Broadway i nstead.

So the problemwith this is -- you do not know what |
mean?

M5. LOAENKRON: No, | -- | guess | would differ fromyou
as to why they are sitting on Broadway.

DR, CASSELL: O course you would differ. That is
exactly the point.

M5. LOAENKRON:  Yes.

DR. CASSELL: The point is that if we listen just to
this or just to that it is very hard to know how to protect subjects
on the one hand and nmeke sure on the other hand that things that are
i nportant get done. That is the problem The problemis not
putting a wall to stop what one group thinks is bad or to keep going
when anot her group thinks it is good. The problemis how, in fact,
to protect subjects who do not have full capacity at the sane tine
as the illnesses which make them not have full capacity get
adequately treated and adequate research done?

| nmust say listening to this rubric | have not heard it
in these two sets of testinonies. | have not heard that protection.
| have not heard it fromyou and | have not heard it fromthem

DR. CHI LDRESS: Wuld you like to respond?

M5. LONENKRON: | amnot sure | know how to respond to
that other than obviously I think that we are seriously | ooking at
protecting the rights of patients but we are not here advocating
that no research go forward. W recogni ze the benefits of research
| think we attenpt to counter the concept that putting these
protections in place will send research hurtling back into the dark
ages.

DR. CASSELL: Don't over do it. |If that is what makes
it difficult -- when you over do it then it makes it very hard to
know exactly what you nean. It is |like when you say a slight
increment over mnimal risk, that is a slippery slope. There is no
guestion about it. Wat are the protections to be on the slippery
sl ope?

M5. LONENKRON: | appreciate what you are saying. |
think I was not really engaging in hyperbole that was not out there.
There was not the sense thrown -- within the context of this
[itigation that putting the protections in place that we were
suggesting would stop research. It was specifically suggested in

the context of AIDS dementia and Al zheiner's dementia that no
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research could go forward.

| think that one of the inmportant things to think about
that | think is sort of a mddle ground and is responsive to what
you are saying is taking a | ook at these advance directives, that is
how research is going to go forward for the popul ati on of people who
are incapacitated where we are saying they cannot be put in research
by sonebody el se. They can only be put there if they, thensel ves,
say so but how are you going to get themto say it if they are
incapacitated. Well, | think that the dilema is answered in | arge
part by the concept of these advance directives assun ng that
appropriate safeguards are in place.

MR. CAPRON: But not for children?

M5. LONENKRON: But not for children

DR. CHI LDRESS:. Bernie?

DR LO | wanted to ask two questions. First | agree
that it would be nice to try and give sone substance to concepts
like mnimal risk. The previous speaker suggested that PET scans
and | unbar punctures are certainly no worse than a slight increnent
over mnimal risk and may even be m nimal risk.

| ask you to comment whether you think in the context if
soneone who is depressed or psychotic those procedures are m ni nal
risk?

My second question is to advance directives. How
feasible do you think they are in the sense that advance directives
for treatnment decisions as opposed to research decisions are not
very widely used and no one seens to think that there are reasons to
suspect that people will fill out advance directives for research
any nore than they will fill themout for their own treatnent.

So if we nmake that the sort of sine qua non of
consenting to allow these certain types of research are we not, in
essence, saying that research probably wll not happen because so
few people will conplete the advance directive and that you just
wi |l not have the subject pool to draw upon?

M5. LONENKRON: Well, | nean a couple of responses --
well, I wll pick up on the second first. One is that because it is
hard to get people to sign on to themis not enough for ne to feel
i ke that we should not do that. | think this again goes into that
category of responding to -- you know, putting nore protections in
pl ace is not going to stop research

| think you also want to |l ook at why is it that people
perhaps are not going to be signing research directives with respect
to nont herapeutic research. |If it is because "people in their right
m nds" would not want to be involved in research which offers only
risk and no benefit in the context of nontherapeutic research then
think that is sonething that we have got to be | ooking at.

DR. LO That may be one reason that all the evidence
wi th advanced directives in the therapeutic context is the contrary.
When peopl e say, yes, they are interested; yes, they would like to
fill themout, they never fill themout. So, you know, the |egal
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formality with the formwhich are required in states |ike New York,
in fact, may be the deterrent.

M5. LONENKRON: Yes. | nean | think there is a bit of a
di fference between the person on the street who does not bother to
sign an advance directive or sign the back of their |icense, you
know, with the best intentions wanting to give -- you know, donate
organs and soneone just does not get to it, does not do it, what
have you

And the people that we are tal king about in this context
are -- these are people who are intimately involved with the system
who are having treatnent and who are in and out of hospitals,
especi ally when you are tal king about cyclical disabilities, there
is certainly an ability to talk to people on the up side, on the
capacitated side of the cycle. And | amnot for saying it cannot be
done without an effort to do it and | think the literature is out
there. NHfor one is engaged in -- is utilizing these directives.
My sense is it is do-able.

DR. LO Thank you.

DR. CH LDRESS: | have Zeke and then Al ex.

DR. EMANUEL: M questions are simlar to Bernie's.

That the NIHis doing it and that is do-able are two
different things. | think all the evidence that we know about in
the literature of advance directives suggests that they are not
wor kabl e and all of your suggestions are just beliefs and not data
driven. | nmean the data is that the barriers are enornous and
unlikely to be overcone even for people who face i mm nent death. If
you | ook at the cancer popul ation who are dying and | ook at advance
directive fulfillnment it is small. Less than 50 percent. So there
IS no reason to believe the assertion you just nmade, it seens to ne,
that we are likely to get it and just because it is difficult we
shoul d not do it.

If your viewis this is the only way you can have
research going on it seens to nme you have created an unscal abl e
barrier unless you can produce data in any trial that there is
reasons to believe you are going to get a reasonabl e nunber of
people to do them

The second thing is | would |like you to answer Bernie's
first question, which is fromwhat | know or expect PET scans for
one probably are reasonably thought to be -- or should be reasonably
t hought to be mnor mnimal risk itens, small increment over m ni nal
risk. Lunbar punctures the sanme | woul d think

What is your evaluation of that?

M5. LONENKRON: | think it is difficult to say because
obviously there is literature about the risk of these kinds of
procedures as well. It is very hard to suggest that this is m ninal

risk. But | turn it back to you to say you, not necessarily the
et hi ci sts anongst you, but you, the physicians anongst you, the
researchers anongst you, it is exactly the kind of guidance that we
shoul d have. What is mnimal risk and what is not mninmal risk?
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So ny sense is that it is greater than mniml risk but
| think this is precisely where work needs to be done.

DR. EMANUEL: Mnimal is not zero risk. No one defines
mnimal risk as zero risk. So the question | actually woul d ask,
rather than turn it back to us, since risk is not sonething
necessarily that there is expertise on, right, part of the issue of
mnimal risk is that it is a perceptual question, what qualifies in
your book as mnimal risk?

M5. LONENKRON: What qualifies as mniml risk?

DR. EMANUEL: Yes.

M5. LONENKRON: | can give you sone of ny list. | nean
sonme of the things like certainly observations are mnimal risk.
Things |ike taking a m nor anount of blood is mnimal risk. Things
like giving aspirin are mnimal risk. There are things that are
very obviously mnimal risk.

| think that already when you are noving on to spinal
taps that you are tal king about sonething that is el evated and where
there are going to be people who disagree. M feeling is that is
greater than mnimal risk. | amsuggesting that is precisely the
gui dance that is needed. It is not so inportant what do | feel
about it | think as the suggestion that there should be sone
attenpts for uniformty that this commttee could be hel pful with

DR. CH LDRESS: | have two nore questions |isted. Alex
and then Arturo.

MR. CAPRON: | amlaboring with not just the effects of
a cold but what a cold does to your brain so |I probably know t he
answer to this but |I just need you to tell ne. 1Is the effect in the
order in New York, is it your position that research which is
intended to be therapeutic, that is to say it is atrial of a new
treatnent for an otherw se ineffectually treated di sease, is that

i ncl uded as sonet hi ng which is not possible because of the -- in
i ncapacitated adults or in a child under this order?

M5. LONENKRON: No. | probably breezed through that too
qui ckly. | nmean we have divided the universe into nontherapeutic

and possibly therapeutic and possibly therapeutic goes forward for
the incapacitated adult if either he or she has sone sort of a
directive or if the court suggests that this states that the
treatnment is appropriate doing an analysis of what other avail able
treatments there are and | ooking at the risks and benefits and so
on.

Wth respect to children the parents have the ability to
say yea or nay to that if it were a treatnent nodality.

MR CAPRON: | nean it is ny sense that actually there
is a larger scope of risk and harmthat arises in research which is
denom nated therapeutic than there probably is in the addition of
m nor nonitoring and assessnent research techniques on to standard
t her api es.

So, | nmean, | think there is -- it is a problem not
necessarily for you or your court order but there is a problemfor
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us in dealing with this. Probably nore harm has been done in the --
and recently with the encouragenent of the subjects involved
particularly in the AIDS comunity -- of enrolling people into
research which had bad effects on them

Sonetinmes the bad effect of keeping them away from
sonet hing that was nore effective but nore often just because the
ent husiasm of the investigators and their willingness to say this is

t herapeutic, i.e. | would not be doing this if | did not hope it
woul d hel p soneone, but it turns out it does not, it has bad effects
for them is a nmuch greater -- would fill nore shelves wth those

studi es than the peopl e who have been harned by havi ng ot her

t echni ques of assessnent and, therefore, being treated as research
subj ects correctly described are in a research protocol. It is
designed to answer an answerabl e question of generalizable know edge
as opposed to those sane interventions being used w thout that
assessnent.

So it really -- | amwth Eric in saying | regard
everybody who is talking right now as all wanting to do the right
thing and it just -- | think it is very, very hard for us to

general i ze about what that right thing is.

M5. LONENKRON: Just to respond real briefly w thout
getting into where there is greater harm | think what is inportant
or what we saw as inportant and | think what the court saw as
inportant is that with respect to the possibly therapeutic there is
al so great risk and that is why there are great protections that are
put in for that population as well. | think that is an inportant
part of nmy recommendations to you that not just anybody can put
soneone into that kind of research and that it has to be heavily
wei ghed and bal anced.

MR. CAPRON: WI I you be supplying a listing of those
recomendations to us after the fact? Since there are obviously
sonme you did not get to say given the limt of tine.

M5. LONENKRON: What | can do is refer you to the court
brief where we put all this stuff in. It is about 50 --

DR. CHI LDRESS: It cane to ny office yesterday. NBAC
did not get one so it has not been copi ed.

M5. LOAENKRON: Ch, | see. But the recomendations are
in there and the relief that we are requesting.

DR. CH LDRESS: So we will get copies nade.

MS. LONENKRON:  Yes.

DR CASSELL: Well, I want to neke a plea. It is a
t hi ck docunent and | cannot believe that the recommendati ons occupy
t hat whol e docunent. So if you could have sonebody just sunmarize
the recommendations so that they really get read and they really get
appreci ated that woul d be of great help.

M5. LONENKRON: Sure, | would be glad to do that.

DR. CHI LDRESS: Thanks, Eric.

Arturo?

DR BRITO | just have a comment and then a question
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about clarification on sonething you said. The issue with the
| umbar puncture as mnimal risk. As a pediatrician and as a
clinician | do not see it as nmuch nore than mnimal risk in the
right hands and if it is explained appropriately to parents of
children or the adult thensel ves.

In a book we received earlier on ethical issues and with
mental health issues and children and adol escents from Fi sher and
Hol good (?) they do a really nice description of what m nimal risk
or things above mnimal risk are, including psychological risks of
doing tests. And they have shown or they refer to studies that have
shown venopunctures and spinal taps are not anything nore than
mnimal risk. | just want to clarify that.

In reference to sonething you said about -- did you nmake
a suggestion that in children -- | know we are going to get to
children later but | think this can also apply to cognitively
inpaired adults -- that when research invol ves nont herapeutic
benefits or what appears to be nontherapeutic at the tine that the
research is being done, were you suggesting that absolutely that
shoul d not be done? W should nmake recommendati ons not to all ow
t hat ?

M5. LONENKRON: Wth respect to children?

DR. BRITO Yes.

M5. LONENKRON: Are we sticking with children?
DR. BRITO Yes.

M5. LONENKRON: Yes, and our reconmendation will be that
t hat be unbundl ed fromtreatnent.

DR BRITO Ckay. Wat | have to say about that is that
| think sonmetimes what appears to be nontherapeutic at the tine
beconmes therapeutic later and if it presents only mnimal or just
slightly above mnimal risk, which is yet to be determ ned and maybe
everybody will cone up with sone guidelines that actually determ nes
that, but I think it also can be unethical not to do research
sonet i nes.

So let's not swing the pendulumto the other extrene
where we stop doing research because it can al so be unethical in
situations where there are therapies that are known to be effective
in certain nmental disorders in children or adults and that where
nont herapeuti c research can actually hel p understand the di sease and
| ater on provide sone therapies.

So we have to be very careful to do that. 1 think
soneti mes you have to do nontherapeutic research to later on find
out what the correct therapy is.

M5. LONENKRON: Cbviously it all boils down to whether

you are talking -- in your discussion of ethics whether you are
t al ki ng about what you owe to the people who present the synptons or
what you owe to the individual who is in front of you. | personally

do not see a position where when you have a person in front of you
who is not going to benefit where you have not any kind of ethical
obligation to do any research. It is nontherapeutic for that
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i ndi vi dual and - -

DR. CASSELL: But do you have an ethical obligation not
to? That is the question.

M5. LONENKRON: That was going to be ny next sentence.

DR. CASSELL: Do you have an ethical obligation not to?

DR. BRITO | think with soneone that -- sonmeone that
has good cognition and is able to understand, et cetera, and you are
sure that that person understands what you are saying | think is
sonetinmes up to the individual or the individual's guardian to make
t hat deci si on.

DR. CH LDRESS: W wll have one |ast question.

Zeke?

DR. EMANUEL: This issue between therapeutic and
nont herapeutic is becom ng pivotal and also the nore pivotal it
beconmes the nore hazy it is as | listen to everyone. Could you give
me a sense for what you define as nont herapeutic research?

| guess here is the question: As an oncol ogi st we give
drugs and sonetines before we take | ab assessnents just to make sure
and then we take | ab assessnents afterwards, and sonetinmes we do it
even though we expect no changes. For exanple, we want to know
whet her the drug gets into the CNS. W mght take a CSF sanpl e.

Now woul d that qualify as nontherapeutic, part of -- appended to a
t herapeutic procedure or not?

M5. LONENKRON: You are going to have to run it by ne
one nore tinme, the exact facts of it, but I think if I say one thing
perhaps it is responsive to you because | think it is sonething I
wanted to respond to the other gentleman, which is if you are
tal ki ng about sonmething that has the possibility of benefiting the
i ndividual in front of you when you have | ooked at all of the other
alternatives, and there is a possibility of benefit, that is al
that | am-- we started with that as the common rule definition
That was the definition in the regul ations.

If there is a possibility of benefiting the health and
wel | -being of the individual then it is in that category of possibly
t herapeutic, which is another reason that a |lot of research is going
to forward.

So | do not know if that is responsive. Mybe you have
to run your specific exanple by ne again.

DR. EMANUEL: Let's say we just want to know whether the
drug gets into the CNS, to the central nervous system and we are
going to take a sanple, do a lunmbar puncture to get a sanple of CSF
where the drug is working somewhere else in the body. |Is that
nont herapeutic or therapeutic?

MR. CAPRON: Do you intend to do anything with the
information vis-a-vis this patient?

DR. EMANUEL: Yes. No, not vis-a-vis this patient but
you are collecting it because it m ght point out that the drug has
other effects. Say on brain tunors or sonething.

M5. LONENKRON: | think that is the exanple that Dr.
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A dham was using and | do not think that that is sonething that is
therapeutic. |If it is not -- and the key thing is what Professor
Capron said of it being beneficial to the individual in front of
you.

DR MIKE: If | understand you correctly, if you have
an experinment that has a nontherapeutic armand a therapeutic arm
you woul d not want that to go forward unless you could elimnate the

nont herapeutic arm |If that is the case how can you ever -- once a
drug is out there in the marketplace, don't you then end up in a
situation in which you are going to -- how are you going to prove a

drug for therapeutic uses when part of the nontherapeutic protocol
on testing the drug is essential to knowi ng how it works?

So | amsort of faced wwth the ethical dilemma if | take
your position that | can never ethically use the drug ever. | do
not see how you could -- we end up in a position where we then are
back in the old days in which you test drugs only in a very narrow
popul ati on and then when the doctor gets it they use it across the
whol e range of people out there who need it.

So can you help ne with that dilema? |If you are
sticking to your position how do you help nme out in the dilemm
about subsequent w de use?

M5. LOAENKRON: Again recognizing that the issue is
narrow to children because --

DR MIKE O course.

M5. LONENKRON: Ckay. And ny response is that that is
not -- that is the kind of research that is just not going to get
done when you have that kind of research

DR MIKE  How can you ever be sure about the drugs
that you are going to use and how are you going to ever get a drug
out there to treat kids if you have never allowed a nontherapeutic
armof a research

M5. LONENKRON:  Well, | think that --

DR. CHI LDRESS: This wll be the |ast response. W wl|
|l et you off the hook with this one.

M5. LONENKRON:  Ckay.

| nmean, | think, that part of the testing is done by --
it is done in adults, which is one of the answers, and | know t hat
is not a satisfactory answer, and | know the pediatricians are

totally groaning. And the other response is that it is done -- if
that is the available nodality and it is the only thing avail able
for this individual then it is considered to be therapeutic. It is
not -- thereis -- | nmean that is the line that the court has drawn

and that is the line that | amdrawing with respect to these
nont her apeuti c el enents.

MR. CAPRON: Larry, | think there is a m sunderstandi ng.
The answer you just got is not the answer | got.

| understood you to say there is sone treatnent but it
has a | ot of problens and soneone cones up with a new treatnent and
proposes to try the newtreatnent. |If it is being tried as a
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treatnment even though it is research it is an acceptable
"t herapeutic" research.

DR MIKE | know but she also said that there is a
nont herapeutic research armthat could take that out. In other
words, to disaggregate the whol e research protocol so that you out
what she woul d object to as the nontherapeutic arm

MR. CAPRON: Well, the irony is, | gather, that if you
are doing "therapeutic research” any nornal assessnent of the
patient during that therapeutic research is part of the therapeutic
research.

M5. LOVNENKRON: Right.

DR. MIKE That is not what | heard her say.

MR. CAPRON: Yes, but that is what she is saying. That
is, in fact --

M5. LONENKRON: That is exactly what | am sayi ng.

DR. MIKE  What about |unbar puncture and PET scan?

MR, CAPRON: If it is being done as part of a

t her apeuti c research.

M5. LONENKRON:  For that individual

MR. CAPRON: For that individual, yes.

DR, CASSELL: It would be therapeutic.

(Si mul t aneous di scussion.)

DR. MIKE:  Lunbar puncture and PET scan woul d be
acceptable to you? | thought | just heard in your discussion that
that is sonething that was not acceptable.

MR. CAPRON. That is when it was being done in the --

M5. LONENKRON: In the context of --

DR MIKE No, | want her to answer the question, Al ex.
| want her to answer the question.

DR. CHI LDRESS: And this will be the end of this
conversation

M5. LOAENKRON: If it is done in the context of
nont herapeuti c experinments and it is considered to be greater than
mnimal risk then it is not sonething that can be done. |If on the
other hand it is being done for the purposes of therapy for the
individual in front of you it is therapeutic research and can go
forward irrespective of whether it is called greater than m ni ma
risk.

DR. MIKE:  You would not be | ooking at the protocol and
saying if this is not overall therapeutic research then you have no
quarrel with specific parts of that research agenda. That is not
what | heard you saying earlier.

M5. LOAENKRON: It is not what | amsaying. | am saying
that if --

DR. CHI LDRESS: W w Il have to read the docunent. That
isit.

Thank you so nmuch for your help.

As chair | did not mnd actually this going on as |ong
as it did because we have al ready begun to do what we are going to
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do anyhow. Nanely we started tal king about
t her apeuti c/ nont herapeutic. W started tal king about how you think
about risk and we started tal ki ng about advance directives and so
forth. So actually this has been a very hel pful discussion |eading
us into our serious and sustained discussion of substantive and
procedural matters.

So I thank all of you, all four of you who participated
inthis on the T.D. case and we are grateful to you for sharing with
us.

Dl SCUSSI ON: PROTECTI NG COGNI TI VELY | MPAI RED RESEARCH
SUBJECTS

DR. CHI LDRESS :So we will now shift into thinking about
how we want to do a report on recomrendations. This has been a very
inportant day in that we started out with a discussion of the whole
question about placebo controls and other ways to establish
difference. W have had sone very inportant public testinony froma
variety of sources about problens and al so benefits in the context
of research involving decisionally inpaired subjects and then we had
this very inportant discussion.

| think all that has happened today has hel ped and w ||
hel p us nove forward in comng up with sonme kind of report of
recommendat i ons.

Now |l et me just make a couple of points. One is and |
mentioned this, this norning, before several of you were here.
think it was before Alex got here. As we are thinking about the
time franme the National Institute of Mental Health is doing a
conference on the 2nd and 3rd. | passed out information about it
but it may not have reached you.

At any rate | think that is going to be very inportant
for us to have the input fromthat conference before we try to wap
up a report. So it is probably better to think in ternms of trying
to have sonething ready in January if that is not a problemfor
people. That was one of the inportant things to nention.

DI SCUSSI ON: ~ PROTECTI NG COGNI Tl VELY
| MPAI RED RESEARCH SUBJECTS

MR. CAPRON: The report on the incapacitated subjects?

DR. CHI LDRESS: Right. As distinguished fromthe
federal agency report which we wll come back to | ater which we hope
to have done earlier than that.

DR. BRITO Decenber 2nd?

DR. CHI LDRESS: Decenber 2nd and 3rd.

DR. GREIDER: That is this?

DR. CHI LDRESS: No. That is the conference fromback in
May or June in Maryl and.

DR. : | have the schedul e.
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DR. CH LDRESS: Oh, you do have a schedule for us. Al
right. Do you have the schedul e?

DR. . Right.

DR. CHI LDRESS: Good. Ckay.

DR. This is a draft of a schedule for that
meet i ng.

MR. CAPRON: I n Decenber?

DR. . I n Decenber.

DR. CH LDRESS: And this will be clearer than what | had
circulated earlier. Do you have enough just to -- are there enough
copies to go around?

DR. 1 think so.

DR. CH LDRESS: |If not, we can have sone nore copies
made.

DR . I f the machi ne wants to work.

DR. CH LDRESS: |If the machi ne does. kay.

Anyt hi ng you want to say about it?

DR. : No. | understood that --

DR. CHILDRESS: He did this norning. So that is fine.
Okay. But it seenms to ne that is inportant for those of us who can
to take part in that and at | east get the benefits of it as we try
to finish up a report on recommendati ons.

We have been very fortunate in hearing virtually at
every session, not related to cloning, about sonething regarding
decisionally inpaired subjects. So we have had a | ot before us and
nost recently we have benefitted greatly from Rebecca Dresser's
paper whi ch has been now revised a couple of tinmes and Jonat han
Moreno' s paper which was al so revised a couple of tines.

| thought we woul d use Jonathan and his draft of the
issues if it is agreeable as a way to fornmulate -- well, as issues
for us to begin to focus on so that we can see sort of where we want
to take a report and where we want to cone out.

Now, Jonathan will be able to continue working wth us
at least into the early part of the year.

John, is it okay if | make an announcenent ?

DR MORENO  You may.

DR. CHILDRESS: | amjust pleased to note that John
Moreno will be joining the faculty at the University Virginia next
year. He is John Fletcher's successor. So we are pleased about
that. Since | took part in that | wanted to announce that to
ever ybody.

But he will be discussing this issue, this set of
issues, with us. So | amquite open to -- given the vigorous
di scussion we just had, which again | think hel ped nove us forward,
where do you want to start in this in thinking about where we ought
to go and what el se we need to do?

Al ex?

MR. CAPRON: Two comments. One is in an anendnent to
what | said this norning. W were hearing initially, and the
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question initially canme up, when we were hearing about sonme research
that took place apparently w thout federal support in a private or
state institution sone years ago, and we have had al |l egati ons of
that sort of problem brought before us in witten formas well.

We al so heard, however, this norning about research
conducted here at NIMH.  The description of that research beyond the
characterization of the quality of the therapeutic intent of the
researchers, which | thought was nostly relevant since it suggested
sone credibility to the view that the individuals participating were
bei ng regarded solely as subjects and not as patient subjects whose
long-termwel fare was of any interest, that they were experinental
animals for that purpose, but we heard allegations about the way
that research was conducted such as the signing of dozens of consent
forms at once. That could not in a mllion years be characteri zed
as a process of infornmed voluntary consent.

We heard other statenents about how peopl e were brought
into research

Wil e we cannot redress the first kinds of things we
wer e hearing about where privately conducted research led to harm
we certainly should take note of and ask both fromthe researcher
and fromthe Ofice for Protection from Research Ri sk for a response
to these all egations.

If this is a pattern that has been going on at that
institution it has to stop. And | would like to know whet her the
institution would regard it as an aberration. A once -- | nean, if
their claimis that it is a false allegation. If it is an
all egation that holds up, what OPRR wi ||l be doing about it and what
the institution will be doing about it correctively.

Furthernmore, | think that to the extent that we have
docunent ati on of any of these problens and can do at |east m ninal
i nvestigation such as asking for the other side to defend itself, it
is perfectly appropriate in our report to convey to the public and
to the president the seriousness of the conclusions that we cone to
by way of recomendations for change to use as exanpl es any
docunent ed cases in which abuses have occurred.

It does not do nuch to conme up with recommendations if
there is not nmuch behind themand if we have cone to themin part
because of the stories that have been told to us which we end up
bei ng convinced by, |I think it is inportant that we share that
information. And to the extent that it is sonmething which is under
our purview because it is not nerely federally funded but federally
conducted | think we need to get nore investigation of the
reliability of the reports that we have heard, and if they are, sone
statenent of why that is a problem what is being done about that
probl em and why that problemis a window on to a |arger problemfor
us, which we are then going to be addressing in the follow ng
recommendat i ons.

That is the first comment.

The second comrent is | think it would be worthwhile our
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devel opi ng sone kind of a taxonony of the categories that these
problens seemto fall in. There are problens that are probl ens of

i npl enentation of current rules. [If -- as an exanple, that nultiple
rapid no chance to think about it signing of, in effect, blank
consent forns or consent forns being signed after the research has
al ready gone forward. That -- those are problens which are not

probl ens that we can ignore sinply because we already have rul es
agai nst them

Those are probl ens which indicate the i nadequacy of the
i npl emrentati on process and they ought to be of great concern to us
because | cannot believe that if they are substantiated that they
are limted to this one category of patients.

Then there are the problens that cone fromthe fact that
the 1978 recomendati ons of the National Conm ssion have never been
i npl emented nor revised adequately to neet whatever objections were
rai sed to them

We are 20 years after that date when they addressed
that. It seens to ne that one thing I at |east would conclude is
that the fact that there was objection to what the Nationa
Comm ssion did and this was seen as being a subject which was in
sone sense kind of intractable, not only has probably prevented sone
val uabl e research from going on because legiti mte researchers are
afraid they do not have a framework in which they can do it, but has
al l oned ot her research to go on which people thinking that there are
protections as the judges in New York think there are protections
when there really are no specific federal protections for these
i ncapaci tated subj ects.

Sonme of the problens which have been all eged to have
occurred | think have arisen because of that and we need to draw up
sonme firm conclusions and then, since we will not be going out of
busi ness the way the National Comm ssion did as soon as those
recommendati ons were issued, we need to be in a position to follow
up. But that will require us to resolve the questions that were so
difficult for them

Mostly they have been illustrated, as you said, Jim in
effect, by this last panel. This tension between what happens when
you start doi ng sonme nontherapeutic things with people who cannot
consent or whose consent is arguably not val ued because of their
either mental status or their institutional status.

But we have got to develop that line as well as
criticizing the failure of inplenentation of existing regul ations.

DR. CHI LDRESS:. Eric?

DR. CASSELL: | think I want to add to that. W have
heard this norning there probably are regul ations that cover
virtually every one of those things and that they are already in
pl ace or they have been witten before and yet not brought forward.
The abuses occurred in people who know very well what they are
supposed to do. The people who had those consent forns, they know
very well that that is not really a consent, but they are good
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persons, true, and anybody wants to do this research and so it is
really all right to do that because there is no fundanental
under st andi ng of what that consent neans. That is not just a
failure of form It is a failure really understandi ng what a
consent is all about on the one hand.

So on the one hand we have people who just do not really
get it about what they are doing and the second thing are failures
of commonly accepted rel ati onshi ps between care givers and patients,
matters of trust, matters of concern and foll ow up, which everybody
accepts. Everybody accepts are supposed to be m ninmal standards of
care and yet they break down.

| do not want to be cynical but |I do not believe we
heard exceptions today. | have a feeling we heard sonething that is
awfully common and not getting | ess common.

So our task is on the one hand to regulate with better
regul ations but on the other hand to solve the problens of failure
of trust and beneficence, you know, and figure out a way that m ght,
in fact, do that because as it stands now there is not a way.

Wth all due respect to wonderful seven year crusades
agai nst sonething that kind of sharp restraint of
t her apeuti c/ nont herapeutic when, in fact, in the real world it does
not divide like that, all that does is nmake people sneak around and
figure out another way not to follow the rules.

So | would like very nmuch to see us nove forward in both
of those directions.

DR. CHI LDRESS:. Di ane?

DR. SCOIT-JONES: | have noted three issues that | think
we should cover in this issue and | think all of these have broader
inplications but | think they are especially inportant in our
di scussion of the cognitively inpaired. The first of these is the
role of the IRB and in particular there are a few things that cane
up. One is the conposition of IRB' s and whether there are persons
who are on IRB's who mght function in a sense as outsiders to the
research process.

A second, IRB' s often decide what is risk or m ninal
risk and there needs to be a |lot nore discussion of the definition
of risk and mnimal risk because those are often decided in relation
to the risk of every day life or the risk of commonly accepted
procedures. So we need to have nore discussion of what risk and
m nimal risk actually nean.

Then the third concern in relation to IRB' s is whether
there needs to be sone nonitoring process that is nore extensive
than I1RB's comonly do. Especially in |ongitudinal research there
needs to be revisiting of the consent in a neaningful way if a study
extends over a very long period of tine.

| think here the education of researchers actually --
who are actually responsible for seeing that the IRB' s decisions are
carried out is really inportant because nobody really nonitors
researchers to see whether they do what they have agreed to do in
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t he docunents that they submt to the IRB' s because you cannot
really nonitor researchers in a neaningful way and it would not be
appropriate to. One needs to rely on the researchers thenselves to
believe in what they are told to do by an I RB

Then the third thing that | think we need to pay

attention tois -- well, nmaybe |I actually have four things here
instead of three. The third thing is --

DR. CHI LDRESS: | thought it was all my counting for a
noment .

DR. SCOIT-JONES: -- this issue of placebo contro

trials and whether we need to think about both the ethics of that
and the scientific usefulness of that. The exanple of what to do in
an enmergency when a person is in a blinded study was really quite
striking when we heard about it today. So we need to do a |ot of

t hi nki ng about placebo control trials and their function in
research.

And then the last thing is we need to do a | ot of
t hi nki ng about this distinction between research and therapy and the
relative inportance of treatnent in research in projects that do
have a therapeutic goal.

DR. CHI LDRESS: Bernie and Trish?

DR LO Yes. Just to add to what | think is a very
good list of very difficult issues that we need to deal with is the
notion that research really takes place over tine and as currently
t he gui delines, the safeguards are constructed, we only | ook at the
onset. So it is informed consent to any of the trials |IRB approval
of the protocol.

| sit on a nunber of data safety nonitoring boards for
clinical trials and as everybody knows when you do a study a | ot of
t hi ngs happen in the course of the study. W heard fromthe
patient's famly point of view sone of the bad things that happen
and sonme of the problens in terns of side effects when you are on a
bl i nded study or second thoughts about wanting to disenroll fromthe
study but feeling you cannot because you want to get sone
information and they will not give you information unless you stay
in for the whole trial. Those sorts of issues.

It seens to me that in between saying that we have to
rely on sort of the virtue of the researchers and saying we have to
sort of | ook over the shoul der every step of the way, there are
internedi ate steps, and | would just like to sort through sonething
i ke an ongoing conmttee that reviews a study, a |ongitudinal
study, nmaybe ones that raise red flags because they have as patient
enrol | ees peopl e of questionabl e decision making capacity or
chi |l dren.

An i ndependent commttee that could certainly have anong
its menbers people who are either afflicted with the condition or
famly nmenbers or conmunity representatives or sonething to overl ook
the study as it proceeds and to | ook particularly for such -- not
just the nedical conplications and sort of the dramatic results that

95



woul d | ead you to stop the trial early, but also maybe to |ook into
how i s the consent process going. |s there a good attenpt made to
sort of informpatients and famly nenbers as the study enfol ds.

| think when you get involved as a researcher you really
get involved wwth wanting to do a good job in the study and it is
very easy to let other things sort of fall out of your view. It is
sonetinmes a | ot easier when an i ndependent board | ooks at things and
says, "W really have got to have a heart to heart talk with the
research team" and just sort of make them aware of the issue and to
think through with them help themthink through how they are going
to address it.

| would i ke to try and -- and that need not be onerous.
| nmean we al ways get conplaints that, you know, why do they have to
present every six nonths to a data safety nonitoring board but

think by and large in big clinical trials it is accepted. It is a
plus for the research and the research teamto have that independent
oversight. So |I think we have to not just -- and we can all think

of additional regulations that will kind of at |east on paper
address these issues. But as several have pointed out, we have
regul ations that cover nost of the things we heard about this

nmorni ng. They are just not enforced. They are not carried out for
what ever reason

So | think we have to craft sonmething that tries to
address the issues and tries to address themin a way that gets the
researchers involved in solving the problem as opposed to saying,
you know, we are going to have soneone el se take care of it for you
But it has got to be over time and, you know, | think we have to |
think get away fromthe idea that consent and IRB, which are really
t he keystones of current protection of human subjects, as only
taking place at the onset of the study.

DR. CASSELL: You know, Bernie, you used the words that
researchers want to do a good study and that is why things fall by
t he waysi de because really watching over those consents and wat chi ng
over those patients is not part of a good study. Wat is the good
study is getting good data, right. So that the other part that
i nvol ves the subjects as subjects get left to the side.

DR LO Al too often it is enrolling the patients and
getting the data. On the other hand a really good researcher knows
what makes a good study is that human contact between your team the
patient and the famly. | nean any person who does clinical trials
says the key person is your research nurse who does the extra mle
of making that human contact with the patient so they keep com ng
back on tinme and on schedul e because, you know, you send them a
bi rt hday card, you always know to ask about the things that they
care about, how are you doing. It makes a difference to the
subjects and, in fact, that is why a | ot of people enroll in studies
for that kind of interaction and contact.

DR. CH LDRESS: Trish and Arturo.

DR. BACKLAR: But it is interesting what you are saying.
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You are pointing at exactly the problem of what many peopl e today
tal ked about what pushed theminto a research protocol was their
desire for care which they were not getting in the social -- in the
communities that we live in. [If we only |ook at research as
sonething quite different out of which people are comng into you
have to | ook at the whole picture.

We are | ooking when we | ook at people with cognitive
disabilities, people with serious nental disorders, we nust renmenber
that this group of people just like people with AIDS is | ooking for
sonme kind of treatment. W go back to this problemwhich we went
t hrough over and over with this attorney of what is therapeutic and

what is not. | think that we have got to nmake a definite -- we have
got to take the word "therapeutic" away fromresearch.

Research is by description hypothetical. W do not know
if it is going to be therapeutic if it is research. It my be or it

may not be. Qur way of identifying risk is something different
necessarily fromtherapeutic and that is why risk has to be | ooked
at very carefully.

But goi ng back to the anal ogy between people with AIDS
| ooking for treatnment and going into research, it is extrenely
different in that population than the people with serious nental
di sorders who may not have the abilities to discern and their
famlies may be so anxious they al so, even though they may not have
cognitive inpairnment, their desire for care and for help for their
relatives is so enornous that they willingly put theminto a
situation to after which they are extrenely sorry and as we heard
today feel very guilty.

DR. SCOTT-JONES: What | want to say nowis related to
what Trish has just said. It has to do with this issue of what is
research and what is therapy and what is the relationship between
the two. If we believe that participation in research is genuinely
voluntary and not in any way coerced and that a person enters into a
research project wwth informati on that you have given your consent
on the basis of information about the study then you woul d have to
raise a question, at |east raise your eyebrow, about sone of the
studi es that are being done.

Because if it is the person's only option for care, your
only option for treatnent, then that research participation is no
| onger voluntary but it is coerced. You are entering into it
because you need care and it says a | ot about the availability of
care to citizens in our country when they have to participate in
research in order to get care. It is very troubling if that is the
case that a person who is only seeking care nust participate in
research to get that care. Then research is no | onger voluntary and
| acking coercion. It is really very troubling. You cannot separate
then the issue of access to care fromparticipating in research

DR. CHI LDRESS: Arturo, before | turn to you Zeke want ed
to respond, | think, on the coercive part.

DR. EMANUEL: | want to respond generally but after
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Arturo. He has been waiting.

DR CHI LDRESS: Ckay.

DR. BRITO Thank you. One comment that was nmade this
nmorning that -- | nmade a whole |ist of broad categories. | amjust
going to touch on the ones that have not been touched thus far. One
of them being that the comercial vendors seemto be -- this is
through the readings too -- override or take priority of
i ndividual's rights when drug conpanies -- this just is not -- this
applies to nostly privately funded research but sonetines we forget
that privately funded research can go on as we saw this norning at
academc institutions. | think that is sonmething we should address.

And then when you have an organi zation |ike the OPRR
that is entrusted to investigate these and their hands are tied
because of funding or Iimted resources |I think that is sonething we
shoul d al so address when we make our recomrendations, either
proposi ng nore funding or, you know, who knows, taxing the
phar maceuti cal conpani es when they do the research and putting that
nmoney to the investigations, et cetera.

| had sone other points that D ane just went over about
the voluntariness of the involvenent in research. The inpression
amgetting is that nost people with nental disorders that involve
thensel ves in research are doing it usually out of desperation and
not for altruistic desire.

Then the other major point is the need or apparent need
for autononmous primary health care provider that is not involved in
research for research participants, particularly wth nental
di sorders.

And we went over the IRB structure and role.

Oh, and then the responsibility of the researchers to
follow up on the subjects. | think that is sonmething we should al so
address at sone point long after the research protocol is done.

DR. CHI LDRESS:. Zeke?

DR. EMANUEL: Yes. | guess -- and | apol ogize for not
being here this norning and getting the full inpact of many of the
probl ems which | know are egregious in many cases. | guess | would

pl ead that we keep the report focused on things that are going to
have action in a broad context, not a particular research protocol
not for investigating a particular problem Because it seens to ne
those are appropriately done at different places and that our

bi ggest benefit is can we lay a framework that is going to be
applicable for federal and beyond federal for privately funded
research as well.

Therefore, | would dissent fromsone of the suggestions
here by sone of ny coll eagues just because | cannot agree that we
shoul d investigate NIIMH and all of that. | just do not think that

IS appropriate.

The second thing is | think we have to be a little
realistic about the contacts in which a lot of this occurred. W
cannot control the fact that access is limted and that sonetines
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sone people may feel that comng to a research center or getting on
a research protocol is their only way of getting help there.

Wul d that we could change that just by this comm ssion
voting it.

It seens to ne if we are going to be effective we
have to deal to sone extent with the reality to which it occurs and,
you know, unfortunately in the area of nental health benefits those
benefits are probably under nore sheets than anything el se even for
those of us who are insured. But | think we are not going to be
able to solve that problemand the best we can do is provide
protections in the research context and rethink that protection
systemin the ways that | think have been suggested.

Is the informed consent going right? Do we have ongoi ng
review rather than just a stark review? |s there a way of
rechecking with the people about their continued consent? Do we
have education -- appropriate education of investigators, et cetera?
Those seemto me to be the right context. The bigger political
context unfortunately we cannot change although we could say
sonet hi ng about desirability but Lord knows that is not going to
happen so fast.

DR. CHI LDRESS: Alex, did | see your hand?

MR. CAPRON.  Yes.

DR. CHI LDRESS: Then Trish and then Bernie.

MR. CAPRON: Yes, | think that the question that D ane
raises is one that we should have on our topics to address and |
think I am sonewhere between her view and Zeke's. Again | would
want to try to tease out the factors.

The thing that made the WI | owbrook story so egregi ous
was that the very sane people who controlled the therapeutic
nodality, which was treatnent in the state institution, which was
t hought to be the appropriate |ocation for the patients who were
going in there, subsequent views | think have noderated that view as
to whether that is the appropriate intervention, but at the tine
that is what parents thought they should be doing.

They nade it clear that they had anot her objective,
namely research, and in order to have subjects for that research the
door that they kept open and the part of the facility which they ran
where hepatitis was not endem c because if it had been endem c they
coul d not have been doing their research study, they were able to
keep the conditions there sanitary enough and keep the patients from
infecting each other so that they could do research. They said to
desperate people, "This is the only way you can get the treatnent we
can offer and, indeed, it wll be nuch better treatnment than the
peopl e who are in the regular part of the institution are getting."

That seens to nme different although I am not sure that
the difference ends up being that inportant but it does seemto ne
different in evaluating it fromthe situation in which people are
faced with the reality that there is no other good treatnent
avai | abl e whether their condition is a nental illness or a physical
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illness.

Soneone has devel oped a potential treatnent and are
sayi ng because it is not yet approved the only way |I can offer it to
you is in a research protocol and, yes, one's choice to go into that
research protocol is constrained but I amnot sure that it makes it
-- that it is appropriate to say that it is involuntary in the sane
way. | nmean after all nost of us would not take any nedi cal
treatnment if we did not have an illness and so there is a sense in
whi ch our choice is constrained, either we take the illness or we
take the treatnment that is available or we suffer the ill ness.

| think that if we explore this issue and if we do draw
a difference wth nental illness we have got to be very cl ear what
it is about it.

Here | am concerned that we not confound our two
concerns. One concern is that at |east sonme of the people are not
able to really give infornmed consent having nothing to do with this
i ssue of constraint. It is just that their nmental condition renders
that difficult. And the additional overlay is that the people we
woul d usually turn to as surrogates for themthensel ves are under
enor nous pressure and may thensel ves not think as clearly as they
would if the question is should nmy child have a cancer treatnent
because they have not -- it is not suddenly that now the child has
cancer. It is that the child has had this nental illness for nonths
and years and years and they are at their wits end as to what to do.

But that is one problemand I think we need to keep that
separate fromthis question of constraint because after all the
constraint issue would be equally true for a person with an
otherwi se untreated ill ness of another sort. Wen they -- maybe
there is a sense in which when they are conpounded we have an extra
problemand | amperfectly willing to recognize that. They are
certainly conpounded when the person is already in an institution
and has all the constraints that cone with bei ng dependent on people
and not having the sanme source of support as they would have and so
forth.

| amgetting a vigorous head shake from Trish but | want
to finish the talKk.

So | think you are right about the topic. | also think
that if we are | ooking for topics that Jonathan's paper for us has a
nunmber which I would want us to directly address and one of themis
this basic question of whether the therapeutic -- excuse ne, the
mentally inpaired or the nentally incapacitated are sinply out of
bounds for research, period.

Certainly here there is sonmething worthwhile about
differentiating nontherapeutic research fromresearch with a
therapeutic intent. | mean | think we ought to reiterate the views
that the phrase "therapeutic research” shoul d di sappear but it is
not just the phrase that is the problem It is that there is a
di fference between the presentation of sonething as being
potentially beneficial for you and then we care about how accurately
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the potential is described. 1Is it over sold or not? And sonething
which is unrelated to any benefit for you. You are sinply a
conveni ent subj ect.

We can certainly draw the |ine on saying that the latter
has no place in nental institutions. Just the fact that your life
is controlled and your diet is supposedly controlled and so forth
and, therefore, we could study X, Y, Z with you which has nothing to
do with your illness, that |ine should clearly be drawn as being
beyond the bounds it seens to nme. But that does not answer the
di fference then of what do we do wth things which have a
t herapeutic intent even if we are careful to say, "Well, it is not
t herapeutic research, it is research on treatnent.” It is not yet
treatnment, it is research on a treatnent.

DR. CHI LDRESS: W are going to need to take a break a
little earlier just because so many in the genetics area are going
to have to depart. | have three people on the list. You are not
forgotten, Trish, so you are next. But | would like for Trish
Bernie and Alta to state their's very quickly. Then what | want to
see is if there are any people who wll be departing for the
genetics subconm ttee neeti ng who have sone things they would |ike
for us to be sure to keep in mnd when we cone back after the break
and spend a bit nore tinme sketching out how we wi |l proceed.

So, Trish, Bernie and Alta.

DR. BACKLAR: One nore thing that is procedural. Wen
we finish with this, those who are going to the genetics conmttee,
at 5:00 o' clock we can cone back here and have half an hour nore.

DR. CHI LDRESS: |If we are still going. W have not nade
a commtnment to stay until 5:30. W have that time if necessary.

DR. BACKLAR: Those of us who are going really apol ogi ze
because | personally very much wanted to hear what Bill was going to
say and | will read it in the transcript.

| just wanted to say one thing and that was | did not
tal k about the social situation as our addressing the social
situation but we cannot | ook at the protections we want in research
wi t hout understanding that social situation which brings ne to what
Al ex pointed out here, which is that in many ways this population is
still an institutionalized population. It is not within an
institution but sone of the things that we | ooked at when they were
institutionalized remain. They are kind of a pool of people for
research because there is not nuch el se going on. One has to be
awful ly careful because of that. That is all. That is why | was
shaki ng ny head.

DR. CHI LDRESS: Bernie?

DR LO | just wanted to suggest that a |l ot of the
i ssues that we have seen very starkly drawn in this sort of nental
health or persons with questionabl e decision making has to al so
apply in all other clinical research. So all the things you are
seei ng, people feel they have no other alternatives, they are
desperate, their famlies are about to give up, the doctor who is
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the only doctor, the best doctor in the area, also is the big
researcher. It applies to AIDS. It applies to cancer.

This idea that people with depression are particularly
likely to be deluded, have a delusion that it is really therapeutic
for themeven though they are trying to tell you it is not
t herapeutic. You know, | can talk to AIDS patients and explain this
is not going to help you, it is going to help the next generation,
and they go away thinking, you know, he said that but, you know, I
really know that deep down this is going to sonehow hel p ne.

| amjust afraid that one of the -- there is sort of a
natural sense that certain research ought to go forward and if our
categories do not line up with intuitive perceptions people wll
mlk the categories. So what will happen is if you say as |ong as
there is therapeutic potential it is okay but if it is
nont her apeuti ¢ when subjected to such a restriction it basically
wi |l not happen. People start to stretch the definition of what is
therapeutic potential. Well, | wll do this extra set of tests.
Maybe it will show sonmething. | amnot expecting it but if it does
you will certainly benefit from know ng you have got this or that.

| think people will just try and make everythi ng sound
t herapeutic and that is just going to conpound the problem by giving
our core of patients yet another reason to think that it is really
for their direct benefit and not for sort of scientific nmental
heal t h.

DR. CH LDRESS. Alta, Harold, and then anyone fromthe
genetics subconmttee who will be | eaving.

Al ta?

M5. CHARO First, | want to apologize if this has been
said by sonebody else. | got diverted in the hallway and m ssed the
begi nni ng of the discussion.

| feel like no matter how one goes through the list of

the particular procedures that are offered up as possibilities for
change here that you are going to run the risk of either protecting
too few people and havi ng sone nunber of people enrolled who should
not be enrolled and sone nunber of people who are abused who shoul d
not be abused, and that you will do that because, in fact, there are
sone inpetus here to speed up the rapidity with which you do the
scientific work. Right? You |loosen the protections, science is
faster. | mean we are seeing the same kind of debate nowin a topic
we have not touched on today which is the one about the placebo
controlled trials with perinatal transm ssion of HV, right?

The other possibility is that you in a sense over
protect. You protect too nmuch. Too few people get in. Science is
slowed. And the secondary allegation has been that a | ot of people
who want access to experinental therapy do not get it.

| would i ke to first of all urge us not to take that
second concern too seriously because | do not think we should be
aimng to nake the research arena the place where peopl e get
t herapeutic care. | think there is a fundanental structural problem
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here. | think a lot of the stories this norning about betrayal cane
directly fromthe fact that people were entering these scenarios
under the inpression that they were going to be getting therapeutic
care and that is sinply not what the investigators had in mnd. So
| do not think we want to try to create a systemthat is anenable to
peopl e getting therapeutic care in a research context. But the
scientific issues are real

But we do have to kind of figure out which way the
errors are going to go. W are either going to protect too many or
too few and we have got to make a policy decision about that because
fromthat flows all the decisions about the procedural itens.

| f you got stricter -- if your policy thrust is that you
are going to be very, very strict, that high risk experinents do not
pose a direct -- do not offer a significant direct benefit to the

subjects are going to be prohibited, so you have elimnated the

ri skiest of your experinents and you can afford to be | oose around
your procedures and you do not necessarily have to conme up with

el aborate ways to have consent nonitors, independent consenters,
doubl e checkers on the IRB's, et cetera. If you want to try to
expand the trials to include those kinds of high risk experinents
with very little benefit then you really do have to conme up with an
el abor at ed procedure.

But | think there is an initial policy thrust that has
to be determned in order to help then drive the decisions about the
procedures. Taking themon their own, | think, may force us to
refight these argunents about the policy thrust on each item

| am not advocating one position or another on the
policy thrust but |I do think we need to put it on our agenda nore
explicitly.

DR. CASSELL: Harold and then Tom

DR. SHAPIRO  Sone of ny comrents are very simlar to
what Alta just said and | will not tarry that further now and we can
pursue that at another nmonent in tinme. But | want to return to
sonet hing that occurred to ne as | was listening to Bernie's remarks
and that is that | think we do not do ourselves a service to draw
sonme of these distinctions quite so carefully. | think it is quite
the reverse. If we do not draw themso carefully we are nore |ikely
to understand what it is that is useful to do.

So these distinctions between vul nerabl e and
nonvul nerabl e, therapeutic and nontherapeutic, m ninml and
nonm ni mal, these -- really none of these get to the heart of the
problem They are not trivial distinctions by any neans but they
are not really at the core of generating a solution to our problem

because they appear -- whatever problem appears in the vul nerable
popul ati ons appears al so with nonvul nerabl e populations only in a
different -- with a different face on it.

So it seenms to nme that as we go ahead we m ght not try
to make quite so nuch of these distinctions. They are inportant in
their omm way. Certainly they are distinctive problens in certain
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situations. But | think that the basic issue appears in all these
popul ati ons and we have to think about that as we go through these
vari ous subjects.

DR. CASSELL: Ton?

DR. MJRRAY: Just a quick response to Alta's point
because | think Alta is right at sonme | evel we do have to nake a
policy choice. Policies are never perfect. They will end up either
under protecting certain individuals or -- | amnot sure over
protecting is the right word but, you know, sort of harmng --
creating a long-termharmthat really does not advance any public
good.

M5. CHARO Right.

DR. MJURRAY: And coul d prevent certain research from
taki ng place. You cannot get it perfect. But what you can do,
think, is narrow the error bars there. Wat | heard fromstories
t oday persuades ne that we have a long way to go at least in sone
research progranms at sone institutions in such things as
accountability. So if you could think of measures that would
i ncrease the accountability of the institutions and the researchers
you coul d actually enhance both those goals.

Now the intelligibility of the research -- and that is
in part what is said on the consent fornms but that is only a portion
of what nakes a research project intelligible -- and providi ng say
opportunities for feedback by subjects and famlies of subjects if
they feel there is sone problematic elenent in the research

So there are things we can do that, in fact, would |
t hi nk push towards both of those desirabl e goals.

Could I just add, Jim--

DR. CHI LDRESS: Sure.

DR. MJRRAY: -- when we adjourn it is going to take a
few mnutes to scranble out of here for the genetic subcommttee
menbers. It certainly is going to take a few mnutes for ne. W

wi |l convene right at 3:10.

CASSELL: Exactly at 3:10, right?

MURRAY: At 3:10.

CH LDRESS: kay.

CAPRON:  Jim could | just add --

CASSELL: Sure.

CAPRON: -- Harold, | agree with you that every tine
you end up draMAng a line then what becones inportant is the margins
on both sides of the line. But let ne give you an exanple of the
kind of thing | had in mnd when | was tal king about saying

sonet hing i s nont herapeutic.

If Revlon wants to test a face creamto find out whether
it causes allergies they could go out and recruit people in the
community or they could say to the state nental institution you have
got 200 people in there, we wll give you so many thousands of
dollars for doing this, and we will give a nice little set of
cosnetics to anyone who participates if you will let us do this.

EEEEEE

104



Now it is probably no, yes, or whatever, but it is not
therapeutic. It has nothing to do with the reason that these people
are getting treatnent.

| would -- hmt

M5. CHARO  Not hi ng.

MR. CAPRON: Nothing? | would regard it as an exanple
of a nont herapeutic experinent and probably one which | woul d say,

"Go do it soneplace else." There is just the perception that people
rounded up -- have been rounded up and put in a hospital. | nean
they are just guinea pigs at that point. | nean, in fact, they

cannot even do this on guinea pigs because the people for the
Et hical Treatnent of Animals will not let themdo it. Rubbing in
rabbit's eyes the way they used to, to get the sane result, so they

now have to do it on people. Fine. | have no objection to
protecting the rabbits but let's protect this -- | think there are
sone groups that are nore vul nerabl e.

DR. SHAPIRO | do not doubt that there are sonme groups
that are nore vulnerable. | agree with that. But | think that is a
harder line -- all | was trying to say is it is a harder line to

draw t han one m ght think. The people are vulnerable for all kinds
of reasons. Sonme are in prison and sone are in the mlitary and
sonme are --

DR. EMANUEL: Poor.

DR. SHAPIRO -- poor. Exactly.

DR. EMANUEL: Who is Revlion going to get? They are
going to give $50 to the poor.

DR. SHAPIRO And so all | amsaying is not that this is
not inportant, | think it is inportant. It is just a question that
-- | do not want to nake these lines too sharp, that is all. That
is all | amsaying. | agree that it is useful.

DR. CHI LDRESS: Al right. Wll, we wll take a break
and we mght as well start again at ten after. The Human Subjects
Subcomm ttee wll nove forward and we will tal k about how to wap
this report up. W wll then deal with the federal agency report.

Those who are going to be at the CGenetics Subconm ttee
meeting please get to us, to ne, to Bill Freeman, any suggestions
you have regarding the federal agency report. W really have to
move forward with that.

(Whereupon, a brief break was taken at 3:01 p.m)

DR. CH LDRESS: | would Iike to make a proposal that |
mentioned to a couple of people at the break and for nme the
rationale for it has becone even stronger as the day has gone on so
| will make it now and see what you think and then return to the
di scussion of possible directions for a report.

| think that given what we have heard previously as well
as what we have heard today, given the points that people have nmade
today and on ot her occasions, given the background material that has
been devel oped, particularly Dr. Dresser's paper and Dr. Mrreno's
coupl e of papers, that we are at a point where it would be useful to
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get a couple of volunteers or if necessary draftees or conscriptees,
to work with Jonathan and ne to cone up with a draft. He has
already drafted a fairly strong or a newer version of a paper of his
for a historical perception as to how do we get to this point which
| think is an inportant part of this discussion. But that we really
need now to take those papers that have been prepared and sort of
put themin sone kind of formfor us then to deal wth or say, "No,

t hat does not capture it. No, we cannot go in this direction on the
thing about risk or mnimal risk or nmore than mnimal risk. O we
cannot go in that direction on advance directives."

So |l would like to offer that as a proposal and then as
part of that, of course, there is a request for volunteers and we
are interested in voluntary informed consent and all of that.

What do you think?

M5. CHARO Before you get to the consent can you give
us the infornmed?

DR. CHI LDRESS: Well, the inforned --

M5. CHARO Like the tinme franme that you are talking
about because that affects whether or not --

DR. CHI LDRESS: Sure. GCkay. oing back to an earlier
part of our discussion we would like to nove the drafting al ong
quite well but not put anything in the final formuntil we have had
an opportunity to participate in the conference on Decenber the 2nd
and 3rd. So shoot for sonething in -- closer to final form a
penul timate draft or whatever, sone tine in January. | do not
recall our neeting scheduled for January but that woul d be at | east
what woul d strike ne as a possi ble and pl ausi bl e franmeworKk.

M5. CHARO And are you | ooking for a coauthor or a
reviewer, or both?

DR. CH LDRESS. Oh, we would assune that everybody woul d
serve as reviewers at, you know, sonme point once we get sonething in
shape. But a couple of people to really --

DR MORENO Wite | think is the operative word.

M5. CHARO  Jonat han, you have got guts.

DR. SCOIT-JONES: Are you asking for volunteers to
vol unteer now or to call you?

DR. CHI LDRESS: Oh, you can tell ne later but if
sonebody would like to -- | would wel cone the volunteers now but is
this a direction that nmakes sense to you for how to proceed?

Qobvi ously given our previous discussion there are sone things that
we w ||l have considerable division on. However, | think the

di scussi ons we have had been useful for indicating where the key

i ssues are and then we can try to sketch ways to deal wth those

t hat obviously would not require then our very careful scrutiny.

But | guess ny sense is that we are not going to -- that
we really need to nove to that stage if we are going to nove forward
with a report and recomendati ons.

Arturo or Al ex, either one?

DR. BRRITO | was just going to ask would it be a little
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easier if you could divide it up into subsections and then people
could contribute in different ways?

DR. CHI LDRESS: That is going to be one of the issues
and nmaybe our commttee could work on organizing it. There is a
clear historical section but beyond that it is not as -- one of the
big questions is sort of how you put it all together then.

DR. BRITO Exactly.

DR. CHILDRESS: So that -- | think it is not sonething
that we could -- we could not lay it out say the way we did the
cloning report by saying very clearly, you know, there are
scientific issues and then there are other |egal, policy, ethical
and religious or this does not fall out that way, | think.

DR BRITO Not as clearly. For instance, this norning
or just now we just discussed sone of the nore basic concepts that
we are going to probably undertake or at |east sonme of them and
until we decide which of those we are going to do | think it is hard
to say, at least for ne, whether | could volunteer for this because
| amnot sure | would be able to wite about some of them but sone
others | think | could.

Are we still tal king about dealing with the cognitively
inpaired at this point?

DR. CHI LDRESS: Ri ght.

DR. BRITO By January.

DR. CHI LDRESS: Just that popul ation, right.

DR BRITO | guess the issue does not quite -- it does
not divide itself out as nicely.

DR. CHI LDRESS:. Al ex?

MR. CAPRON:. This is a general conmment about the work of
the comm ssion but since we are at that point on this report | think
it is difficult for a variety for reasons for us to try to repeat
wi th these other ongoing topics we have what we had to do because of
the force of tinme wwth the cloning report. VWile it is obviously
desirable for people who have special interests to submt ideas and
draftings if that is useful.

| understand we have the resources both in terns of
hiring sone staff nenbers and also to contract for services as
necessary. | think there is actually for a group that is going to
be working together an advantage to divide the staff function from
the comm ssion function. The conm ssion function is to consider an
i ssue, outline what the problemis, outline the potential proposed
solutions to the problem and to review attenpts to put that into
final form

| think it in some ways nakes it harder to have a
conmi ssion process in which what we are | ooking at are our fellow
comm ssioners' work primarily. It constrains discussion and
critique. | mean when | think of the advantage | believe we have in
respondi ng under federal agency mandate that we have three --
actually nore than three | guess, but three principal people who are
on staff who have been doing that work for us. It gives ne a very
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different feeling about ny ability to cornment on it and to -- and
the fact that it has collective owership of all of us and not that
of any particul ar person.

So that as agreeable as in many circunstances what you
describe mght be and as appropriate as it is in sonme settings |ike
t he National Acadeny of Sciences where conmttees have rel atively
smal | staffs but where everyone is sitting around the table and is
usual Iy equally know edgeabl e about the particular narrow topic that
is being | ooked at, here we have huge differences anong the 18 of us
as to how nmuch we know about any of the topics. Therefore, the
extent to which any one person would basically be in a position to
do that witing and then to sort of have to defend it or say, "Well,
it is because of ny superior know edge of this that | knowthis is
right."

So | actually do not favor the approach that we are
about to take on this. | believe we should gear up and get people
i n-house or contracted.

DR. CH LDRESS: See, | think that the reason for making
the proposal is precisely just what has happened. Not that it is
the only proposal but just as |I think on the decisionally inpaired
we are not going to make any progress until we get sonme concrete
stuff out. So | do not think we make progress in just sort of
t hrowi ng out --

MR. CAPRON: kay.

DR. CH LDRESS: | nade a proposal and | think you nmade
an excell ent counterproposal and | happen to agree with it nore than
| do with mne. But that it seens to ne the way di scussions go.

DR. BRITO Maybe the volunteers you need fromthe
comm ssion right nowis just to nake a decision about -- well, it
shoul d be everyone actually giving i nput about what it is exactly --
what issues we are going to be tackling and what can we
realistically do before January, and then |ike Alex said --

DR. CHI LDRESS: The issues we are going to be tackling -
- that is why we | ooked at Mdreno's paper.

DR BRITO  Yes.

DR. CHI LDRESS: There are 14 issues that need to be
tackled or at | east we need to tal k about whether we think sone do
not need to be tackled. So it seens to ne that -- and again this is
al so related to Rebecca Dresser's point so we have a good body of
material to work with. Jonathan and | have not had a chance to talk
so | do not knowin terns of his tinme frame over the next three
months, let's say, and then Alex's point about getting sone
additional help for himas needed to work with us.

| f everyone agrees with Alex's proposal | amquite
confortable in going that way. W are such a small group |I do not
see any need to have a formal vote.

MR, CAPRON: | have raised this wwth Harold and he says
we have the noney to do it.

DR. CHI LDRESS: Ckay.
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MR. CAPRON. Staff or part-time borrowed peopl e or
consul tants, contractors.

M5. CHARO | amjust not sure | conpletely understand
what you are suggesting. That is that we get additional staff hired
to work with Jonathan to produce the draft.

MR. CAPRON: | would think if Jonathan were full-tinme
from now on he probably woul d be enough staff to do what we need
done. He is not and he is time limted. He is not full-tinme now
and he is tine limted in terns of these new obligations he wll
have.

DR. CHILDRESS: Can | just clarify one thing? You said
staff. | think Alex would be as satisfied with a contractor who
woul d be able to --

MR. CAPRON: Kathy. An equival ent of Kathy Hanna.

M5. CHARO  One thing though --

MR. CAPRON: But doing nore of the original work, not
just the --

M5. CHARO -- because | think in light of what was
presented this norning and the conversation that took place
afterwards of which | only heard a half, but |I actually heard things
that | think are worth deciding. | do think that there still m ght
be a role for those of us who can to draft -- | do not know exactly
how to phrase it -- summaries of things that indicate directions,
pref erences about the resolution of certain issues, ways of
conbi ni ng sone of these issues that are not -- that are currently
broken out conpletely for the purpose of clarifying themso that
there is a little nore direction given. QOherw se you are |eaving -

MR. CAPRON: | agree.

M5. CHARO -- Jonathan and anybody el se that you are
working with just a laundry list and they can -- they can bolt it up
back again to Rebecca's paper and it still will not get us noving

forward

DR. CHI LDRESS: Actually this is what | had in mnd
except Jonathan said right. He was -- | was not thinking as nuch of
our witing in the strict sense as working with Jonathan to shape
the direction. So actually |I think we are pretty nuch in agreenent
about -- if Alex agrees with this -- the role of the subcommttee in
wor ki ng with whoever is involved in the witing.

But the shape is not clear. W assune there needs to be
a historical section and |I think there does. So whatever has
happened before why are we at this point fromthe previous proposals
and failures. Beyond that | amnot -- there are so many different
ways we coul d shape this.

M5. CHARO In that case we will free to send you nenos
wi th however many pages it takes to lay sonme of that out but |I would
al so encourage you to use the certified question nodel to certify
guestions to the comm ssion where direction has not been given yet
and you need it in order to proceed.
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MR. CAPRON: Are we going to do sone nore of that right
now?

DR. CH LDRESS. W are. | just thought com ng back from
the break that it was useful to go ahead and get this out of the way
and then conme back to the --

MR. CAPRON: Yes, fine. | thought Alta was afraid that,
you know, we were done with the subject and she is going to have to
do it by mail but | think we are going to have sone di scussi on.

DR. CHI LDRESS: W tried to build in enough tinme. Let
me just ask the subcommttee, we have close to two hours and | think
that is nore than enough to cover sone new business at the end and
to deal with the federal agency report. But in proposing it that
way and offering that is what | think at this point, that is going
to depend in part on what you think and how nmuch tinme you think we
need for the federal agency report. | would say a m ni num of an
hour and maybe even longer. But that would still leave us a fair
anmount of tinme to talk a bit nore.

Any sense of that?

DR. CASSELL: That is fine. Wen are we going to pick
up on the IRB s?

DR. CHI LDRESS: GCkay. | amnot sure you were here this
nmorni ng when | indicated what | take to be sone of the next steps
and things that we have tal ked about and agreed upon sonetines as a
subconm ttee and sonetines -- no, | think all of these actually as a
ratification of NBAC as a whole -- and just sort of put themin sone
ki nd of order.

We now have Celia Fischer's paper on vulnerability. W
are also in discussion with another person about a community paper.
And there are sonme phil osophers working on vulnerability with that
we have had sonme conversations with and we may get sonething there.
So this is kind of the direction. Part of Harold' s point, part of
sonet hing we tal ked about at the very first session, is how you go
about thinking about rel ationship, all the rel ationships, and
vul nerability in those contexts.

We could tal k, for exanple, about Fischer's paper at the
next neeting and perhaps have at |east sonme direction on these other
two though we are not going to have anything final.

OPRR, we have two contracts. A pro/con contract. Pro
in keeping current |ocation and con of putting it sonmewhere el se.
Those are | think now -- did you say not quite official? She told
me they would not be official by today so | may not be at liberty to
say which persons are involved. But anyway we have two people who
are involved in that preparation and we now need a third which we do
not yet have to tal k about the possible role of OPRR in dealing with
privately funded research. W can cone back to that in a nonent.

So far we have two.

I nternational discussion | nmentioned this nmorning. It
seens that these -- if we are tal king about private -- you know,

t hings seemto happen on days we are neeting or next to the days we
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are neeting. The New Engl and Journal of Medicine articles today
whi ch were put in people's table folders. The discussion we had

| ast tinme about international research. This is clearly an

i nportant topic that we need to attend to. And Bill Freeman has
prepared, and it is also in your stack of paper -- parenthetically,
we are all famliar today that we are just about to be overwhel ned
by paper.

DR. CASSELL: There are two nore inches. W are
over whel ned.

DR. CHI LDRESS: Ckay. | agree. | think it really is.
But at any rate sonewhere in this stuff Bill Freeman has prepared a
very nice discussion of a set of issues including connecting the
debat e about placebo, which we started with this norning, with a
di scussion of international research since actually those are
cl osely connected in sone of the critical cases.

One possibility would be at the next neeting on Cctober
the 19th to see if we could actually have responses along the |ines
we were tal king about last tinme and perhaps even have contract
papers of the thought kind we were asking for in OPRR from sort of
opposi ng views, people who have worked in the area of research or
bi oethics, offering sone contrasting views on that but fromsort of
academ c scholarly side but clearly taking positions.

Then I1RB's, we had tal ked | ong ago about waiting until
we got at least prelimnary results fromthe Charles MKay and
O fice of Inspector General studies before deciding what we woul d do
with IRB's. W may need after getting those results to conme up with
a fairly significant study of our own, another contract study or
sonething. | amnot sure. W wll just need to way and see.
Furthernore, we have the strong interest on the part of independent
IRB's in presenting to us and we have at |east a couple of proposals
this time that we indicated to you and we would |l ove to hear from at
a later point.

So it seens to ne that this is sonmething that will cone
sone time after the first of the year when we have sone sense of
where we stand in terns of avail abl e data.

Chil dren and adol escents, an area we have tal ked about
and we need to turn to after the first of the year.

Those are just sone of the things on the horizon.
Enough to keep us busy for the foreseeable future. But a couple of
those, OPRR will have those first two papers by the end of QOctober.
And | hope we can get a third one as well.

International, it would be possible | think to do
sonething at the next neeting as well as to discuss at | east
vul nerability.

Those are sonme of the things that we have tal ked about
and agreed on as inportant and said let's do as we can do.

M5. CHARO. Question on the international for Cctober.
| want to understand better the purpose of that discussion. | nean
| do not discount the inportance of a topic at all but | want to
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under st and whether the purpose is for us to becone informed or if it
is ainmed at maki ng a decision about whether to take on formally as a
task a review of the U S. national policy about transnational
research and the adequacy thereof, which is |I think an peculiarly
appropriate thing for a national conmm ssion but I want to understand
t he purpose of the Cctober neeting.

DR. CHI LDRESS: WMaybe soneone can -- since | do not have
the transcripts commtted to nenory maybe soneone can tell ne
exactly -- Alex, maybe you can -- exactly what our agreenent was at
the last neeting in July, the one that you m ssed, and | am not sure
| can state it other than that we were going to at |east take

another step in this area. | amnot sure that we commtted
ourselves to -- | amnot sure we have really fornmul ated exactly how
far we will go. |Is that correct?

DR. SHAPIRO | think that is right. Do you want me to

| ook at the transcript?
DR. CHI LDRESS: Oh, you have it there. Good.

DR. SHAPIRO | think ny recollection of it, and it
woul d be a good idea to look at it, | do not trust ny recollection,
but ny recollection was that we had Iimted ourselves at that tine
to saying, well, we would at | east address or bring the issue or get

a response fromthe other side of this issue. M. WlIlfe was here
and had presented a set of his concerns and we have since seen a

nunber of docunents fromthat side. And we said, "Well, we would at
| east want to hear fromthe other side of this." In some sense we
have heard fromit. If you -- we did distribute a letter from Donna

Shal al a which set out the HHS s view of this and acconpani ed by that
paper by Harold Varnus and his col | eague.

M5. CHARO  David Satcher.

DR. SHAPIRO. Satcher fromthe CDC at that tine at

least. | do not know whether that satisfies it. | would have to go
back and | ook at it but | believe we had took a rather restricted --
at that nonent we took a -- we only -- we did not promse a lot.

DR. CHI LDRESS: That is right. | agree.

DR. SHAPIRO. That is ny recollection.

MR. CAPRON: | think that sounds right to ne.

DR. CHI LDRESS: But it is obviously one -- not that we
have to respond to everything as it becones a hot topic, on the
ot her hand when there is sonething this inportant that is being
di scussed so wdely it is sort of odd in a way for us to be on the
sideline conpletely on it as the National Bioethics Advisory
Comm ssi on.

So | guess that would be the thought | would throw out
but let's see what we want to do and whether we want to build that
in. W are going to conme back to proceeding with the decisionally
i npai red research subjects but while we are on this we m ght as well
since this is part of the business we need to conduct today anyhow.

DR. BRITO Jim the specific topics of the OPRR, can
you el aborate on that a little bit? Wat wuld their --

112



DR. CHI LDRESS: Alex, as | recall, had raised this as a
topic and you shoul d have al so received sonme material this week
faxed -- right, it is probably in this material sonmewhere -- that
carries forward the discussion. But the issue is really whether
OPRRis in a difficult position in its current |ocation and whet her
it should be put in a different place in a departnent or agency, and

so that they really -- it has to do with that. How could it best
fulfill appropriate nmandates?

s that fair, Alex? Do you want to say nore?

MR. CAPRON: No, | think that is fair. | think we

certainly heard from sone people today that they have trouble
getting the kind of tinmely review by OPRR because of limtations on
the resources that are available to OPRR to carry that out. Wether
that would be different if it were an independent agency is one of
the issues | guess we will be examning in that pro/con thing you
descri bed.

DR BRITO | think one of the inportant issues that we
should -- or recomrendati ons or guidelines we should come up with is
sonmet hing Al ex nentioned earlier, that inplenentation of the current
rule, you know, |like he said the rules from 1977 are not
i npl emrented, so whatever we recomrend how are we going to ensure
that that does get regulated, et cetera, and that is inplenented
later? So | think that is an issue we need to tackle. This may
have to do with the OPRR i ssue.

DR. CHI LDRESS: But he was doing it in relation to the
decisionally inpaired or --

(Si mul t aneous di scussion.)

DR. CHI LDRESS: The reason that those were never
accepted and it is the history of this we feel in part with that
ki nd of debate as to how the issues were set up, what kinds of
probl ens energed, why those guidelines were not adopted, why it is
inportant to return to that area now, et cetera.

DR. SHAPIRO One snall observation. | think that we
are going to get sone insight into that issue and how we m ght want
to approach it or could approach it when we | ook at the
i npl enentation of the Common Rule which is the next thing we are
going to do and what has happened with that. That is also a set of
recommendations that cane in '79 or '81 and adopted in '91, and we
w Il see what has happened since '91 when Bill tells us. But |
think that will give us sone insight as to what kinds of things seem
to work and which kinds of things just seemto grind on and not
really | ead to anyt hing.

DR CHI LDRESS: GCkay. Alex?

MR. CAPRON: | amsorry. It goes to the decisionally
i npai r ed.

DR. CHI LDRESS: GCkay. | do not know, while we are at
it, what would you like to -- in the October neeting, which is

definite, right, we are definitely going to nmeet on Cctober the
19th, that is set. As a subcommttee, decisionally inpaired, we
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will see what el se we have a nonth fromnow and tal k about. The
federal agency report wll be further along. W wll need to | ook
at that. Those are two things.

Again | will check, I amnot sure we will have the OPRR
first two papers by then but it will be close. So one -- IRB wll
be later, children and adol escents will be later. W have Celia
Fi scher's paper on vulnerability and we will have sonme other things
to tal k about there.

One question then would be if we do not have the OPRR
papers whet her we want to do sonething in the international research
area. That seens to ne to be a question that we need to think about
and decide. That is at |least to discuss the basis even if we do not
get soneone to present a discussion on the basis of the materi al
that is currently available including what appeared today in the New
Engl and Journal .

MR CAPRON: | think it would be very hel pful for
peopl e, particularly who were not on the subconmttee but even for
t hose of us who have been trying to follow the outline you just put
forward, if after this neeting we could get that outline with the
ki nds of indications of which report the topic is likely to end up
w th, what kind of dates we are aimng for.

DR. CHI LDRESS: Right. To have the material at least to
talk about it seriously like IRB s.

MR. CAPRON: Right. One will discuss the topic and the
other, that topic is likely to end up in report nunber 1, 2, 3, 4.
| nmean, you know, sonmewhere because we will have different poles in
the air for different lengths of tinme for some of these things.

DR. CHI LDRESS: Right. Fine. Wy not try a draft of
that subject to our review --

MR. CAPRON: Right. The people who are not here with us
on the commssion will be helped in their ability to understand what
this group is going to be comng up with. It should not be a
surprise to anybody.

DR. CHI LDRESS: That is fine. The only two things that
are in place pretty firmy are the two we are tal king about this
af t er noon.

M5. CHARO | amvery supportive of the idea of taking
up the issue of the international research, the transnati onal
research. M personal experience on IRB's has been that the current
rul es and guidelines that have been issued are insufficient to give
| RB's clear direction on specific protocols and | have been a party
to debates that have raged for nonths around specific protocols
because of genui ne di sagreenents about the ethics of relative risk
in different settings.

| also think that it is really -- of all the kinds of
things that are really not best done at the |level of academc
di scourse in journals sonmething like this is right on top of ny list
because so nmuch of it also involves concerns about intergovernnental
relations and we are uniquely positioned to get the voluntary
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cooperation of people who work in other countries for the U S
government to tal k about their constraints and their needs and their
experiences in a way that they are not going to with the random
academ c who sends a letter and says, "Help ne understand
enpirically what is going on."

But | would like to suggest if we take it up that we
take it up seriously and not just dabble, which I think would waste
all of our tine. And it nay nean that sonething has to give
realistically. | nmean children and adol escents is a serious topic.
The FDA has put it up on its list again or President Cinton has at
| east in ternms of enphasizing the need for pediatric research. But
it is also a topic that has gotten tons of attention and there is a
huge wealth of literature. You know, sonething has got to yield if
we add international where it is inpossible to focus.

DR. CHI LDRESS: O depending on the tine frane.

M5. CHARO Right.

DR. CHI LDRESS: And the children and adol escents we said
we woul d not know about until after the first of the year but we
have not said anything nore about that.

M5. CHARO The first of the year is 90 days away. |
hate that phrase "90 days."

DR. CHI LDRESS: A |lapse in nenory.

Ckay. Wiat do you think? What do you want to do?

DR. CASSELL: | just want to nmake a timng -- we are
about to cone out with a report about inpaired subjects and it may
very well be that we are going to cone out with recommendati ons of
things that the IRB has to do and yet we have not really -- we have
not | ooked at them enough to say, "Well, if we are going to ask them
nore things what things are we going to ask themto do |ess of," and
so forth

You know, in other words it fits into al nbst everything
we are going to do so that it is --

DR. CH LDRESS. And it is a bit of a chicken and egg
problem here. | agree. But it seens to ne that there are certain
ki nds of recommendations that we nmay be able to nmake about -- with
appropriate sort of protection for populations for such those who
are decisionally inpaired or revision of the guidance for protecting
children in particular that -- | mean there are different |evels
and, you know, one level is really the common rule. A second |evel
is the set of traditions of interpretations of the conmmon rul e by
|RB's, investigators and others. And a third is really that sort of
mechani sm of i npl enent ati on.

DR. CASSELL: Well, again we have tal ked today of
several people very persuasively about the fact that oversight of a
proj ect should not stop once it has been approved and then it goes
off into-- if we are going to ask the IRB's to revisit researching
process and progress that is a real load, although | think it is
very inportant. It is a real burden on the IRB's and we woul d be
maki ng a suggestion to them where we -- as though we had not
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know edge of --

DR, CH LDRESS: Sure. If we were to cone to that kind
of suggestion obviously, right.

M5. CHARO Connected to this by the way, omtted in the
kind of list of things that we ought to have happening here at the
meetings is one that | think m ght be inportant and that is just as
today we had a |lot of people comng in fromthe research subject
community | think we need to have a | ot of people cone in fromthe
researcher community and get sone nore direct feedback from
researchers about the experience of working under the regs and under
the IRB's. Oherwise we risk always | ooking at what needs to be
done nore and omtting opportunities for inprovenent fromthe
researcher's point of view and | woul d not want us to becone
| opsi ded.

DR CHI LDRESS: Right.

M5. CHARO But that probably woul d take sonme deliberate
invited to make sure it happens.

DR. CH LDRESS: And we did a little bit of that at the
meeting you mssed in July but in relation to --

M5. CHARO | mssed a big neeting.

DR. CHI LDRESS: You m ssed a big neeting.

M5. CHARO | read the transcript and | still seemto
have m ssed the neeting.

DR. CASSELL: The real -- you could not --

DR. CHI LDRESS: W did talk to researchers who are

currently dealing with the protection of decisionally inpaired
subj ect s.

M5. CHARO That is true, you did but | nean --

DR. CH LDRESS: So that is not conplete.

(Si mul t aneous di scussion.)

M5. CHARO -- we can tal k about the substance of what
ought to be done with decisional inpairnments, but | really nean
researchers generically and the experience of doing research under
the rules that exist now.

DR. CHI LDRESS: Researchers and -- we will get nore from
the studies that are going on about IRB' s, but researchers.

M5. CHARO You have to understand the one tinme | went
to an IRB | threatened to shoot the chair so | nean --

(Si mul t aneous di scussion.)

M5. CHARO -- that point of view --

DR. CHI LDRESS: And you were involuntarily commtted and
researchers were not --

DR. SCOTT-JONES: | agree with Alta that it would be
good to have researchers speak to us nore and I want to rem nd us
that we have a very nice case book fromCelia Fischer with, | guess,

Ki nberly Hol wood (?) and Peter Jensen where they actually did
interview Nl MH researchers and ask them about what probl ens they
faced and how they resolved them | think that is really a very
useful book.

116



DR. CHI LDRESS: As a resource.

DR. SCOIT-JONES: Yes. A very useful resource.

Jim | do not know if you are wanting us to tell you
whi ch of the topics you have listed we think are the ones we should
pursue first or nost expedi ously.

DR. CHI LDRESS:. | amnot sure we actually want to do
that right now as much as sort of deciding if we are -- given the
two things that we need to do at the next neeting whether we want to
pursue anything at all at the next neeting on the international. |
do not think the OPRR wll be very good. W think we could spend
sonme time tal king about Celia Fischer's paper on vulnerability. It
is really question sort of -- and then | was going to send out a
list of the sort of things that we are already commtted to, what
m ght be --

(Si mul t aneous di scussion.)

DR. CHI LDRESS: -- and then proceed fromthat. So | am
not sure at this point. | tell youl think it would be better to
sort of do that and then think about the |longtermagenda if that is
agreeable with people.

DR. CASSELL: W have two itens on the agenda for the
Cctober 19th neeting so far.

DR, CHI LDRESS: Two things that we need to -- deci sional
i npai red and federal agency report. Federal agency report will have
priority because of it being further along and we need to really put
it -- nmove forward to conpletion as nmuch as possi bl e.

DR. CASSELL: So if we did the international we would
really have the tine to just begin to touch it?

DR. CHI LDRESS: And also | am not sure whether that
meeting is -- Harold, | do not know what the conception is at this
poi nt, however, but we would hope to build in two subconm ttees, and
come back as a whol e.

DR SHAPIRO | think in Cctober it will be primrily
t he subcomm ttees continuing to work because | do not think they
will be ready very much to focus on recomendations to all of NBAC
So | think -- now we have only one day. W had sort of a day-and-a-
half this time and it was easier to arrange so the overlap was two
hours or so between ourselves and the Genetic Subcommttee. That
w Il be harder to arrange and | think we can only get one day in
whi ch we can get a sufficient nunber of comm ssioners here.

So that | ook at it as primarily a subconm ttee day
| ooki ng towards either Novenber or Decenber and we have still got
sonme logistics to work out there where the subcomm ttees can report
to NBAC as a whole just where they are going and what the material s
are and by that time they will have a substantial nunber of
mat eri al s.

MR. CAPRON:. Jinf®

DR. CHI LDRESS:. Yes.

MR. CAPRON: Margaret Quinlan has just rem nded ne that
| am overdue to get to my cab so if | could just say two things.
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DR. CHI LDRESS: Please. | amsorry. | did not know you
were | eaving, Al ex.

MR. CAPRON: kay.

The first is | think we are going to need nost of that
day for the federal report. | nmean if we are going to do a good job
on It.

The second is | broke out the topics that we tal ked
about this norning and the topics that are in Jonathan's paper into
seven categories. Let ne just very quickly suggest those to you and
a few coments. It seened to ne that under that headi ng of inpaired
persons we had a basic question about the role of infornmed voluntary
consent from people -- froma person who i s capable of consenting.

The question is how -- is that an absolute rule? That
i's point nunber one. Should you be able to conduct research with
peopl e who are inpaired? Should you be able to conduct research
W th people who are incapable of giving such consent? Should people
who can consent now be able to consent into the future? That is
topics 1, 2, 5 and 7.

Then there are questions about surrogate decision
making. Topics 3, 4 and 6 fit into that category.

There is one thing here and there was a good deal nore
di scussed this norning about categories of research. Excuse ne,
there are two things. Topics 8 and 13, should research involving
decisionally inpaired or incapacitated be limted to that which is
relevant to their medical condition and should placebo arns ever be
prohi bited? Those are exanples of topics that are here and we heard
a good deal nore about the therapeutic/nontherapeutic the way that
Di ane was pursuing that. That would al so be the categories of
research. | amtrying to group these so we have fewer overal
t opi cs.

Then there is questions about the categories of
subjects. Wat do we nean, incapacitated? Wat do we nean,
inpaired? And there is also questions |ike the point nunber 9 here,
how are people who are going to be put in such a category notified
if that becones the trigger for losing their right to make their own
decisions? Do we think it ought to be a part of the regulations to
say the process that you have to go through?

A fifth categorization is specific protections in the
research design. Jonathan has nentioned under points 10, 11 and 12
sone of those. Consent auditors, reconsent, wap around studies are
exanples. Specific protections in research design.

Finally, his 14th point, which seens to ne is a separate
category, what kind of a role should we have? Should we say that
basically the federal regulations are appropriate and what i s needed
is specific guidance, extra help for IRB' s and researchers or are
there reasons to have special regulations in this area? | amsure
ot her people will have other categories but | do think it is
possi ble to take what we heard this norning and what Jonathan has in
his very useful paper and begin to group the topics so that we can
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address themnore --

CHI LDRESS: Wuld you nail those to us?

CAPRON:  Would | what?

CHI LDRESS:. Send those e-nail to us when you get
back?
CAPRON:  Sure.

CHI LDRESS: Are you |eaving for good? WIIl you be
here tonorrow:

23%% 333

CAPRON: | amleaving for this neeting. Wether |
| eave for good or not has to do with many ot her things.

DR. SHAPIRO We will discuss that in a few nonths.

MR. CAPRON: Yes, right.

DR. CHILDRESS: | amsorry you are not here for the
federal agency report.

MR. CAPRON: | amsorry too.

DR. CHI LDRESS: Have you conveyed anything to --

MR CAPRON: | will send themthe marked up draft.

DR. CHI LDRESS: GCkay. &ood, if you would. Thank you,

Al ex.

Ckay. Any | ast points about decisionally inpaired
subjects? This grouping, | think, is a very useful one. You m ght
quarrel with this or that and offer alternatives but I think it is a
very good starting point. But anything else you want to say about
that before we turn to the federal agency report?

DR. SHAPIRO Jim | would just say that | think you are

going to have a very full day in October with Bill's continuing work
and whatever further work we will have at that tine on the
decisionally inpaired issues. It is hard to imagine getting nmuch of

any other topic squeezed in, inportant as it may be for sone future
meet i ng.

DR CASSELL: | would |like to spend nore time on it,
too. | would Iike us to have a real dialogue by talking. W wll
have enough by then from what has gone back and forth that we can
get into saying, well, this is what | really think I would like to

see happening. W can at |east start back and forth about it.
DR. CHI LDRESS: Arturo?
DR. BRI TO Not hing.
DR. CHI LDRESS: GCkay. Al right. That we wll do.
Anyt hi ng el se on decisionally inpaired?
M5. CHARO Did you want to fight through in discussion
to any kind of consensus on any of these topics?

DR. CHILDRESS: | think not today. That is ny sense
unl ess people would feel strongly that there is one they would Iike
to push. | think the kind of -- | amsorry.

DR BRRITO Via e-mail.

DR. CHI LDRESS: GCet Al ex's organization structure and
see whether we like that and then nove into the particul ars and see
how far we can go with a viewthat we will talk with John about
getting contract help as needed to nove forward fromthis point.
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Al ta?

M5. CHARO Well, there are topics. | feel like |l wll
not feel |ike we are making progress until we start making deci sions
and as long as we keep planning to nake decisions |I feel |ike our

wheel s are spinning. But | can see the sense in what you are doing
and | amnot going to fight you on this.

DR. CH LDRESS: | do not feel -- at this point I am so
weary | do not feel like fighting.

DR. SHAPIRO You better nove on in that case.

DR. CH LDRESS. | do want to spend the tinme on the

federal agency report. \Wlat do you think?

Al right. If Altais ready to fight by e-nmail when we
are rested then okay.

Okay. Anything el se on decisionally inpaired?

Ckay. Thanks, Jonat han.

Ckay. W are deeply indebted to Bill Freeman and Em |y
Fei nstein, and Joel Mngel, and Susan Katz has al so joi ned
particularly in witing chapter 1. | think John Moreno joined in a
fewinterviews. So we are indebted to all these people for their
splendid work on getting this report in its current form

So, Bill, let nme to turn it over to you to rai se what
you think are inportant for us to consider at this juncture.

REPORT ON SURVEY OF FEDERAL AGENCI ES

DR. FREEMAN. | would just like to introduce sone people
so you know what we are doing and who is doing it, and then | think
maybe, unless you want us to nake a summary, Jim nmaybe just open it
up for questions. If at that tinme or later a summary you would |ike
we wll do that.

DR. CHI LDRESS: One thing that m ght be useful after you
finish introducing people would be to indicate what you take to be
the nost problematic parts about what you are doing so far and the
areas which you think would be nost useful to have as itens.

DR. FREEMAN. Ckay. So that will be good. First of al
| want to notice Emly Feinstein, to ny left, who has been doing
much of the Phase 1 -- actually all of the Phase 1 survey. Joe
Mangel has not been able to be here due to a famly energency, which
is resolved, but that is why he is not here.

To ny right is Randy Hul | .

You have in your packet, you received a second packet,

t he National Bioethics Advisory Comm ssion Human Subjects

Subcomm ttee I nformal Feedback by the Regul atees. There was sone

di scussi on about researchers and how they see things. This was
nodel ed, as you renenber it was nentioned in March, the suggestion
actually cane fromyou folks to do this, because we are nodeling
after what happened what you all did in cloning which is to send out
an open invitation.

We sent out three letters to three groups to researchers
in the federal -- federal researchers who are being regul ated by the
federal IRB's and then secondly IRB's wwth nultiple project
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assurances regulated by OPRR, and IRB's by single project
assurances. There are about 3,000 of those and al nost a 1, 000 of
the MPA's.

We are just getting stuff and if you have any questions
Randy -- this is his report and he can hel p di scuss about that.

Finally, Susan Katz is our editor, our witer, our alter
ego and all that good stuff for the report that you have.

| apol ogi ze, by the way, for the first draft that did
not have pages. That is why you have a part of that pile has not
been close to being too much. Today was the draft chapter 1 and 2,
just pages so it is easy to look at the pile and to refer to, and
additional -- for those who have read the earlier draft you do not
have to read the one with the pages except for the very last two
par agraphs on Category 4 on page -- what is now page 14 -- and the
| ast sentence of Category 2 in Chapter 2 was an addition. That was
t he one about an additional chapter or an additional sentence,
excuse ne, about agencies that have problens of w de dispersal of
their IRB's, their larger organization and a systemto nonitor the
quality of the IRB's.

As a summary, since Jimwas asking -- | was actually
hopi ng that you all would ask nme questions first -- but | summarize
--and | think this is the sense of us here. W have been talking
about this a great deal. | amgoing to give two-thirds of a
sandwi ch. You know, the old sandwich. A nice thing about -- it is
going to be two-thirds.

The nice thing is that there are organi zations in the
federal government that are doing extraordinarily well not just
conplying with the federal regulations. They have solved -- they
are confronting problens and have imagined its solutions to those
problenms. By nenory that is Category 2 in the report. There is --
it turns out when you | ook at Chapter 1 which gives the history of
all the previous surveys, sone of that is apparent in those agencies
as well in those reports.

And | aminpressed being an IRB chair nyself in the
I ndian Health Service, one of the federal agencies, of how nuch |
have | earned personally fromthese things that other people are
doing. One of the things | found is that | did not know about it
and no one el se knows about it, and the federal governnent is self
isolated. Parts of it do not speak, you know, one part does not
speak to the other. And so we are confronting problens that sone
other part of the federal governnent has sol ved and we do not know
it. Actually perhaps a recommendati on m ght be sone sort of
effective sharing nmechani sm

That is the first third of the sandwi ch of the two-third
sandwi ch, and the second half of the two-third sandwich is there are
sone federal agencies whose perfornmance since 1991 or before was
unacceptable. That is a termthat in discussion with some of the
peopl e here last night seened to be about the right strength and
convey what we have found. That is Category 4.
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Wthin that group, as | said, there in the draft or as
we said in the draft there are sone people who were truly ignorant
and just did not know about it. It had not gotten to them about the
need for protection of human subjects in research and that there is
regul ations about it. And when they heard about it at our
interviews they have started to do steps. | hope they wll be
effective steps but nevertheless they really supported that they are
doing steps to cone into conpliance. It is not just conpliance with
regulations. It is, indeed, to protect human subjects.

There are others that we did not get that inpression at
all. They did not report since our interviews that they have really
either agree wwth it or that it is a priority. That is the basis --
that is the report | think in a nutshell.

M5. CHARO Bill, I still do not -- | really appreciate
all the detail and a | ot of what you docunented here actually has to
do with the process of gathering informati on and the obstacles there
whi ch makes it easier. But | amstill having trouble grasping the
kind of draft bottomline of the results. There are sone agencies,
nunber unspecified, that have failed to inplenment the Common Rule in
a way that actually protects human subjects, right?

DR. FREEMAN. That have failed to inplenent the Common
Rule at all.

M5. CHARO Ckay. Any clue as to whether these are
agencies that have large or small research prograns? |Is this a big
problemor a little problen? 1Is the research they do the kind of
thing that gives people just a physical injury or is it psychosoci al
stuff that varies trenendously fromserious to trivial so | can get
a sense of how alarned | ought to be?

DR. FREEMAN. | think that is a very good question.
There are two categories. Many of the agencies that were unaware or
t hought the regulations did not apply themtend to have smal
research portfolios either that they do thenselves or that they fund
and sponsor. They tend to be low risk, fromwhat we can gather, |ow
ri sk research

There really -- | should have nentioned there were sone
that were totally ignorant who really did not know and ot hers
thought that it did not apply to them because they were "exenpt"” in
this group of | ow nunber of research projects done or support ed.

As far as we can tell, but we have not | ooked at the
protocols, as far as we can tell both the nunbers and the risk is
| ow and one of the reasons that at |east those who thought it did
not apply to them that may be -- it is probably m sjudgnment -- was
because of the perceived burden, at least this is our inpression, of
t he regul ati ons.

There was a -- at a neeting that Jim Emly and | and
others were at Friday, the description was it seens |like if you have
a single research project that is over the line and no | onger exenpt
you have to deal with an 800 pound gorilla worth of procedures and
regul ations and activities that you have to do to deal with it, and

122



can it be made into for a |l ow volune -- an organization that has | ow
vol une of research can be nade into a 20 pound | ap dog kind of
t hi ng.

There are other organi zations that do a | ot of research
or pay for a lot of research, or both, with vul nerable subjects and

whose practices -- whose, as far as | can tell fromreading
descriptions of the research, does get into the greater than m ni nal
risk category. It is for a high volune of research

This -- NBAC has been | ooking at a very inportant
vul nerabl e popul ation, the cognitively inpaired. As you saw in
sonmething | sent out, which on rereading | wish it was nore
under st andabl e, but it is possible of what policy and ethical issues
and exenpt research inplications fromour survey.

M5. CHARO Right.

DR. FREEMAN. | amnot sure that the cognitively
inpaired are the nost vulnerable at this tinme in the United States.
| think people in the crimnal justice system and peopl e near them
which is to say near the crimnal justice system their famly
nmenbers, or people who live in high crinme nei ghborhoods may be at
significant risk for research that has not been adequately assessed.

DR. CASSELL: Could you be nore specific in the exanples
so we understand a little better?

DR. FREEMAN. If you are doing research of surveys on
crime victins in a high crinme neighborhood there is a risk of
retaliation sinply by being interviewed. To ny know edge there is
that kind of survey going on. That is not to ny knowl edge. There
is that kind of survey going on. To ny knowl edge | do not know how
adequately that kind of risk has been assessed and m ni m zed.

M5. CHARO Do you know if it has ever been realized?
Has there ever been retaliation?

DR. FREEMAN. That is what | -- let me --

DR. CHI LDRESS: Assessed mnim zed but al so disclosed
and expl ai ned.

DR. FREEMAN. As well as disclosed and explained. | do
not know if there are exanpl es of people who have been physically
retaliated against. | do know that in -- many of us who have as

| RB's | ooked at or researchers who have | ooked at especially
research on donestic violence, victins of donestic violence, that is
a maj or concern of nme when | reviewit and it is not -- | bring up
with researchers if they have not thought about it -- when it is
brought up to themthey do not disagree that that is a significant
risk. | do not know if anyone has been physically harned, however,
by the lack of attention to that or even not |ack of attention but
just by the research but it is certainly a potential risk.

There are risks of -- in the current system and we
shoul d separate out whether it is conpliance with the Conmon Rul e
and what should the policy be about protection of human subjects,
and it is nore than the Common Rule. It includes those other
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statutes and codifications of statutes that are supposed to protect
human subj ect s.

In that systemit appears that if people are intervi ewed
and they give information that may say sonething about their future
crimnal behavior that is not protective as confidential even though
the research is being carried out under the exenption of the data

will be confidential. By the way | amnot saying that it is
appropriate to disregard informati on about future crim nal behavior
but one of the -- in research that | have reviewed and that is

fairly common in the survey research in Health and Human Servi ces,
child abuse, the best predictor of future child abuse is current
child abuse or past child abuse with the sane situation.

We deal with that problem about the potential about
being i nformed of sonething in the future or for that matter in the
current all the time. That to nmy know edge has not been addressed
and so you may have people in the crimnal justice systemare not
al ways the nost functional people around. They may di sclose their
future crimnal behavior in a setting which they do not understand
that that can get themin trouble.

M5. CHARO Bill, | amintrigued by this and | was
intrigued by your nmeno but before noving along on that, which in
sone ways i s specul ative because there is no data, | want to cone

back to the findings fromyour survey so far if | can.

DR. FREEMAN.  Ckay.

M5. CHARO If | understand it correctly, by and |arge
what you are finding so far is that the very sane agencies that do
fairly little research with human subjects that has nore than
mnimal risk, it is those agencies that by and |large are the ones
where you are finding | ack of inplenentation or inadequate
i npl enentation of the coomon law. And yet if | think back to the
agenci es that have been hit with scandals over the years, | think
about the Departnent of Energy, the Departnent of Defense, the
Veterans Admi nistration, and NIH itself, all of which are agencies
that presumably are not in this category of places that have fail ed
to inplenent the Common Rul e.

So | amtrying to figure out based upon what you are
finding how to explain that the agencies that appear to be
i npl enenting the Cormon Rule are al so the ones that are having al
the scandals. Now it could just be statistical. They are doing
nost of the research and that is where nost of the scandals are
going to be. But maybe it is sonething else and | want to try to
get a handle on it because | know that the point of this exercise is
to figure out where the federal governnent needs to inprove to
actually make a dent in preventing the scandals from arising again.

M5. KATZ: Can | just clarify sonmething in terns of ny
understanding of the report. | was running fairly late in terns of
witing it and was not in on nmuch of the design of the study to
begin with. But you should understand that particularly Chapter 2
which is an anal ysis and discussion of the data is in very
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prelimnary form

M5. CHARO  Sure.

M5. KATZ: That basically we are still getting edited
responses fromthe agency. | think that sonme of -- and it was, you
know, | think quite properly rushed out so that you could have
sonething to discuss today. But | think that there is sonme danger
intrying to draw the kinds of conclusions that you properly are
trying to draw on the basis of the analysis that has taken place
t hus far.

That is what you have been presented with at this point
and what we have focused on up to this point although we may have
specul ati ons about what the data will show really focuses on the
structures that have been put in place for inplenentation, that is,
you know, can you say that an agency that has put no structures in
pl ace, you know, you clearly know that there is not going to be an
i npl ement ati on there.

On the other hand agencies, and | think this is what you
are getting at, which have very -- you know, ostensibly very, very
conplete structures in place there may al so not be true
i npl enmentation or true protection. | amnot sure that -- you know,
al t hough again we can speculation in sone senses in terns of the
draft in the report, | amnot sure that we can nake those ki nds of
assessnments at this point, you know

M5. CHARO  Your point is well taken and --

M5. KATZ: | really think that they should be data
driven.

M5. CHARO Yes. | regret kind of demandi ng an answer
before you can give it. But there is a kind of phenonenon here. |
mean you can say based on prelimnary data that interestingly enough
the places where we find the worst inplenentation at the |evel of
having formal procedures, formal officers, and formal designation,
is not the same place where we seemto be finding nost of the
scandals. So it would not appear at this early point that a | ack of
of fices designated efficient, et cetera, is going to be the
expl anation for the scandals we have had.

So our prelimnary results so far is that we are going
to have to | ook at sonething else, that whatever it is we continue
to doit is going to have to get at something besides formality. So
that is not to say that fornmalities are not inportant to docunent.
W w il have to finish this up and conplete it for the sake of being
able to report it. But that we have yet to identify the kernel of
t he probl em here, you know.

Maybe you are unconfortabl e specul ati ng what the kernel
may turn out to be but you may be able to specul ate about what it is
definitely not as you clear things out.

DR. FREEMAN. | would be surprised if we will be able to
specul ate well even after the report about what you are really
after. Phase | is structure. Phase Il is process of those who have
a structure in place. And we wll be able -- and there it is still
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a three-hour interview and very detail ed understand. But it is
[imted just on the nature of the beast of what we are able to do.
| think we will be able to detect, we already have, sone problens in
Phase Il. But | amnot sure we are going to be able to say here are
characteristics of an organization that is ripe for scandal and be
able to predict that.

As a matter of fact what you are going to find is just

the opposite. Scandal -- if you |look at the agencies that have
scandals in the past and what their structures are now, and sone of
it isinthe report, that is a Category Ill, | believe, of people

who have been inproving recently in the past 12 nonths is how we
define it. And sonme who have been doing that for |onger have been
respondi ng to scandal s.

So, in fact, what you tend to have in association of --
right now in our cross-sectional view people who are doing very well
bei ng the ones who have had scandal in the past. But, of course,
the causation is that the scandal caused them They responded to
t he scandal

| do not knowif we will be able to identify factors

that are -- wll identify an organization being set up for the next
scandal. It is possible but as Susan said we are | ooking at
structure and process. About all we can do, | think, at this point

is to say with Phase | there is a structure in place or there is not
and a little bit nore. Again we end up with four categories and we
define those categories that way.

And with Phase Il we will be able to tal k about process
and sonme processes that seemto be good and evi dence of processes
where there is |imts, whether they are up against the limts of the
regul ations or they are up against the l[imts of the inplenentation,
the current inplenentation of regul ation.

DR. CHI LDRESS: Di ane?

Alta, were you done at this point?

M5. CHARO Yes, the inquisitional stuff for the nonent.

DR. CHI LDRESS: D ane?

DR. SCOTT-JONES: | would just like to clarify what you
have done so far. You have conpleted all of Phase |I and all of
Phase 11, is that right?

DR. FREEMAN. No, we have not conpleted all of Phase |
but we are very close to conpleting all of Phase I. W wote
Chapter 2 which is the description of that and I will be honest at
this point, as Susan points out, it is still a draft. On the

assunption that with the remai ning ones which tend to be | ow vol une
organi zations that do a | ow volune of research if they do research
that we are not going to find any new patterns. W wll find

i nformati on about that organization that we have not done and there
will be a table about that organization. But we are assum ng that
by and | arge we have found the patterns and so we can conme up with a
draft as we are conpleting the research
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Phase Il we do not have a draft yet because we do not
have enough of the Phase Il -- we have not done enough interviews of
the Phase Il organizations to be sure about -- reasonably sure. W
have cone up with -- and we are discussing it because it is too
prelimnary as | just said mnute ago -- patterns of process that
could be inproved or weak patterns of limts. People who have cone
up against the limts of the current regul ations or people who have
cone up against the limts of the inplenentation, the current
under st andi ng of the inplenentation of the regul ations.

DR. SCOIT-JONES: So are you expecting then that sone of
the coments that you made in the docunment that we now have m ght be
changed once you get the Phase Il conpleted and sumrari zed? That is
sone of the things, for exanple, at one point you nentioned that
sonet hing rai sed nore questions than it answered or sonething |ike
that. | was wondering if you are expecting that when you get that
you will be able to say nore definitive -- make nore definitive
st at ement s.

DR. FREEMAN. | think there are two questions and | w |
take the second one that you have just asked and deal with it first.
| think that was in Chapter 1. Those were the responses to the
Executive Order as well as the findings of the previous comm ssions
in their surveys that we found that to try to get a ful
under standi ng of the federal government. There were, as | said --
as was said, questions raised at -- or answers that raised nore
gquesti ons.

One of the things we found out of that by the way and we
are finding in our survey is that when one concentrates at the
departnent |evel for the response, be it by a comm ssion or letter
fromthe President as part of the Executive Order, that covers a
wi de variety of behaviors by the different agencies within the
departnents. W really need to go at |east the one | evel bel ow the
departnent |evel usually called an agency to understand what is
going on in that departnent.

DR. SCOTT-JONES: And we have not done that?

DR. FREEMAN. That is what we are doing in Phase |
That canme fromthe replies to the President's Executive Order and
fromsonme of the previous surveys that have been done. HHS was
di vi ded down into agencies although not all the agencies were
interviewed or surveyed. Many of the other departnents were done at
the departnental level. And we are finding that when we go to the
agency level that we get this marked vari ati on between agenci es.

M5. KATZ: Can | clarify one thing as well? | think
part of the confusion is that although the face-to-face interviews,
in-depth interviews that the agencies have called Phase |, it was
not really Phase | of the inquiry. Phase | of the inquiry which is
reflected in the introduction were the responses to the Executive
Order fromthe agencies, the witten responses.

DR SCOTT-JONES: Right.

M5. KATZ: So that there was sort of a base
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i nvestigation of those responses which the problens with which are
detailed in the first chapter, which led, you know, Bill and Emly
and Joel to go on with Phase | study. It may be too confusing
actually to call that a Phase | because, in fact, Phase | of the
inquiry was the review of the agency responses. So | think that is
where the confusion is.

DR. CHILDRESS: | think that is a good point and it
m ght help. W have to be careful about that in the presentation in
the final report.

DR. FREEMAN. There is also a difference between Phase |
that is in Chapter 2 versus Chapter --

DR CHI LDRESS: Right.

DR. FREEMAN. W will -- a good point.

DR. CHILDRESS: | think that will help clarify it
because these reports actually existed before NBAC cane into being
but they were mandated as reports that had to be provided within 90
days as | recall and they would go to NBAC and then they cane to us
when we were created and now we are going to have to | ook at them
So that is -- the question you were raising really addressed that
set of concerns relative to the earlier comm ssion's work.

*x * * % %
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EVENI NG SESSI ON

DR. FREEMAN. Right. However, the other question you
rai sed, which is are what we have witten in Chapter 2, is that
possi bly going to be changed by our future work? 1Is a termdivided
into two things. | think Chapter 2 in whatever phase it is you
want to call it of -- that is |looking at structure probably wll
stand rel atively al one.

Qur second phase, | do not know what you want -- the set
of interviews where we are going to | ook at process with people who
have structure -- organizations that have the structure in place and
| ooking -- interview ng people like the chairs of the IRB's. That
will be a separate chapter and | amassumng it will stand al one.
But it is possible that results fromthere may feed back and change
what is your draft, our draft, of Chapter 2.

It is al so possible, always possible, that we will find
sonmething new in the remaining interviews with the structure phase.
Maybe we m ght | abel them structure phase and process phase. The
first set of interviews was around structure.

And so this draft, first of all, is not conpleted about
Chapter 2 and, yes, it is possible that it will be changed alt hough
we have no evidence to think that that will be the case.

We have got about 40 interviews?

DR FEINSTEIN. More than 50.

DR. FREEMAN. More than 50. So | think that that is --
and we intentionally did the ones with a high volunme or we thought
were risky, or whatever, early so that the renmai ni ng ones we think
will not be -- give us a new pattern

M5. KATZ: What will change is, hopefully, there will be
sonme information that wll address the kinds of concerns Alta was
rai sing, which is, you know, at a closer |ook at the data that we
al ready have. Do patterns energe in terns of the agencies
difficulty in inplenmenting and why? You know, that may or may not
energe but it is certainly hoped.

M5. CHARO From what you have seen in that data is
there anything com ng out of that intranural versus intranura
research?

DR. FREEMAN: I n what way?

M5. CHARO One of the things that is often cited as a
problemwth IRB's is the inherent conflict of interest of having

peers interview -- | amsorry -- nonitoring one another. Well, on
the federal level intramural research represents that problem
whereas intranural research does not. | amwondering if in the nost

prelimnary fashion you are finding any distinct differences in the
course of your interviews in the confort |evel or effectiveness of
the intranmural research programwth its own internal review versus
the extranural program

DR. FREEMAN. We have not | ooked at the extranural
programyet and we could only | ook at the people who -- the process
to, you know, approve grants and OPRR s review of that and other
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departnments review of those. So | do not think it is going to be
quite conparable as at a university. But conflict of interest and
tension around influence of peers to the IRB, to the intramural |IRB
intranural peers to the intranural IRB, we do ask a great deal about
and there is variation.

Prelimnarily it appears that especially when the

superiors in the organization nmake it clear -- and Dr. Mdrreno can
maybe because he has been participating in some of these conme up to
the m ke and give your input if you would like -- but when the

superiors in the organi zation nmake it clear that they value the
protection of human subjects, and that conmes first, it is a lot
easier for an IRBto -- IRB nenbers to say, "Ckay, we will be

i ndependent . "

There have been a couple of tinmes where peopl e have
expressed disconfort with the situation, that there may be -- it is
not just an imedi ate superior. It may be the Pl is a person who
approves ny nenber of the | RB budget, for instance. Al sorts of
possible things. There is at |east sone disconfort expressed.

Al though not that that has altered decisions. It is just a
di sconfort that they have to deal with
DR. MANGEL: Well, | do not have nuch to add to that. |

think in some cases in sonme of the interviews that | sat in heads of
organi zations actually joined the IRB chair for the first part of
the interview and that actually proved to be very useful fromthe
poi nt of view of gaining information about how decisions were nade
in the organization and al so was to sone extent revealing about the
way -- the extent to which there was conmunication fromthe top to
the IRB chair.

Actual ly rather than making ne feel that the IRB chair
is being intimdated it made ne feel that the chair felt nore able
to act independently if that director really was supportive.

DR. CHI LDRESS: O her points people would |ike to raise?

One | would nention that canme as part of our neeting
| ast week, on Thursday of |last week -- was it Thursday or was it
Fri day?

DR. FREEMAN. \What ever.

DR. CHI LDRESS: Sone day | ast week.

DR. FREEMAN. | had that Maryland fish and I do not know
what has happened to ny nenory.

DR. CHI LDRESS: And that is that problens arise in part
as experienced by agencies and departnents doing research in part
because of sone of the uncertainty regarding or sense of burden of
the Common Rule itself. You have nentioned that burden in passing.
But | think it is also inportant to keep that in mnd as we are
drafting this that that is sonething that has been expressed to us
and we would want the final report to reflect sonme of those kinds of
concerns that have been expressed by the agenci es who have been
interviewed both in ternms of structuring and the process.
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DR. FREEMAN. |If you think about what has happened with

the inplenentation -- let ne give another sort of sunmmary thing.
One lesson that we learned is that regulations -- these regul ations
are not self-inplemented. | think as soon as one says that soneone
says, "Oh, but of course they do not." But it is not clear that

t hat observation has been in the mnd set of the federal governnent,
t hinking that the federal governnent has a systemfor the past 20
years.

Secondly, there is plenty of research about the process
of who inplenents and how fast, and it is a signoid curve. |If you
have the percentage of people fromzero to 100 percent that
inplement intime it looks like this. It is that last tail which
takes a lot of tine for the last 10 percent where we nay now be at.
| do not know if it is 10 percent. | have not |ooked at the
nunbers.

But there is sone experience about that and usually for
that |ast remaining group of that hunp of a signoid curve that often
additional efforts are required to get themto inplenent. This is,
by the way, research with the Agricul tural Extension Agency in the
1930's. That is when it first cane out and it has been reverified
in other settings. So we may be there. This may be what the
problemis about, is that last X percent that just is not doing it.
| suspect it is nore than that but at |east that is one of the
factors.

So one of the things that can be done is how do we --
what can we | earn from organi zati onal research about inplenentation
and about maxi m zing the speed and percentage of people that
inplenment. Well, anong other things, you mnimze the cost of
i npl enenting. That is reducing that 800 pound gorilla down to the
20 pound lap dog. Oher incentives that may be required and so on.

So that may be sonme of the things that your perception
and experience can be put into the conclusions and recomendati ons
of the report. Some things along that |ine may be hel pful.

M5. CHARO  You know, | amnot -- | keep finding nyself
wondering what to take away fromthis because the point of forcing
i npl ementation is not nerely to get everybody in conpliance with a
rul e because it is on the books, it is because you think there is
actually a net benefit to that otherwi se the correct action is to
suggest changing the rules because it is a support for this rule.

And | find nyself wondering if we are at risk of
slipping into a mnd set in which the resulting report is going to
be here is what we need to do in order to get the last 10 percent to
inplenment. It nmay not be a bad idea to get themto inplenent
al though it may be nore productive to think about scaling back the
rule if it is really not needed since there has been no problem and
they did not inplenent it. You have got sone m nimal concerns about
uniformity.

But to make sure you do not mss what the nmain thrust of
what the report is eventually supposed to be the whole inpetus for

131



this thing is that there were scandals and the whol e i npetus for
this investigation was the suspicion that the federal government was
doing a bad job at governing itself in the area of research. So if
we wind up only with a way to --

DR. CH LDRESS. And a bad job --

M5. CHARO Right. If we wind up with sonething that is
an accounting job in which we accounted through the federal
government for places where inplenentation is inconplete and where
you need to add a DFO or you need to add an FTE we wi Il not have
actually answered the substantive charge. This is not ained as a
criticismto you. But it is just kind of a feeling that we m ght be
slipping into that as the kind of conclusions to be drawn fromthe
report. That would be foolish. It would be a m ssed opportunity.

DR. FREEMAN. It would be and I think I amglad you said
it. Wat we have done is | hope not to slip into that in terns of
our work but what we reported today is shorthand. |Inplenent the
regs in shorthand for protecting human subjects. W have | ooked at
it and have recogni zed when an organi zati on may not have i npl enent ed
the Comon Rul e as commonly understood but has protections of human
subj ects there and when it is there not even a structure to any
structure, significant structure, to protecting the subject. The
sane thing with the process, that process phase.

| am hoping that -- and you have rem nded us to nmake
sure that our witing reflects that -- that we, ourselves, are very
clear that there is a difference between the regul ations and the
protection of human subjects. They are not the sanme as sinply
i npl ementing regulations. It does not nean that one is protecting
human subjects and that seens -- that just seens to -- concluding in
that meno about the crimnal justice thing.

M5. CHARO Wth that said, of course, | am al so not
saying that it would be a good thing to have them not i npl enent
because | am not sure that --

DR. FREEMAN: No, | under st and.

M5. CHARO -- we want to encourage that either. | do
not know what | want to say at this point.

DR. CHI LDRESS: It is sonething that needs to be
careful ly thought about in the preparation of the report.

M5. CHARO  Yes.

DR. FREEMAN. And not only carefully thought about but
carefully expressed to nake sure it says what we nean it to say. 1In
the shorthand that we used in the session today is not hel pful.

DR. CHI LDRESS: Di ane?

M5. KATZ: May | just point out that in the first page
of the introduction the two things that you are tal king about |
expressed in tw totally different questions. One is are there
institutional structures in place to inplenent and the | ast one are
the regulations in the structures functioning to provide actual
protection?

M5. CHARO Right.
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M5. KATZ: There are really two very separate questions.
| think the focus of the data that is in Chapter 2 is probably are
the institutional structures in place. Wether or not those
structures and whether or not the regul ations, you know, thenselves
when you tal k about are there really problenms of the Commobn Rule are
functioning in a way to provide actual protection is sonething that
has not been addressed and | absolutely agree that it is a critical
i ssue.

M5. CHARO  Ckay.

DR. CHI LDRESS: Although just before -- the other side

of that, | guess, would be -- this goes back to an earlier question
Al ta raised about what evidence we had of where -- where the

regul ations and structures were not even functioning there was
actually harmto research subjects or violation of their risk -- of
their rights. | nean that --

DR. FREEMAN. O bot h.

DR. CHI LDRESS: O both.

DR. FREEMAN. Because they are separate issues.

DR. CHI LDRESS: So that seens to ne to still be
sonet hing that does not cone through clearly here as well.

M5. CHARO  Phil osophers really tal k about things being
-- a condition being necessary and sufficient or m ght be necessary.
It is clear that the regulations and the inplenentation are not
sufficient. What is interesting is that you are hinting that they
may not even be necessary which is a very disturbing conclusion that
you could draw fromthis.

DR. FREEMAN. Not hing you think of -- because you are
expressing a perception that sone of the agencies that do relatively
little research have said. Since nost people -- | think Eric's take
on it -- since nost people want to do right and by and | arge nost of

the tinme they know how to do right, not all this other stuff, when
you have an organi zation that is relying on not careful thought
about what are the possible risks to people, research subjects, they
can get away wth not harm ng people so far as they know because
nmost of the tinme research does not harmpeople. It is the once in a
whil e research that harnms people and then even there it is the once
inawhile of the tinmes that people are harned that anyone knows
about it.

M5. CHARO That is true

DR. FREEMAN. And we -- when we sit down and talk -- on
our interviews we have tal ked with people in those organi zati ons and
say, "Look, this is your survey. This is the possible risk." They
do not say, "Oh, that is okay. It wll never happen.” They
recogni ze that that is a risk and that they have not had sufficient
oversight to mnimze that risk. So | do not think anyone even in
t he organi zations that have gotten away wth no scandal and have no
structure right now woul d say, "No, we do not need it."

DR. CHI LDRESS: Diane, and then Eric.

DR. SCOTT-JONES: Well, actually I think the
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conversation has gone all around what | was going to say and we were
ki nd of excluded fromit.

DR. CHI LDRESS: And now back to it again.

DR. SCOTT-JONES: It was just to point out that what
Alta was commenting on is actually on the first page as you have
said. The last question does ask if the regulations are functioning
actually to protect the rights and wel fare of human subjects. So |
woul d assume that at one point or another you will talk about that.

DR CHI LDRESS: FEric?

DR. CASSELL: Well, I think I amjust really summari zing
what | am sayi ng but one of the purposes of the report is not nerely
to show we surveyed all this but to say that they do not |et people
die. | nean one of the things about that that you just tal ked about
in the crimnal subjects and so forth is the people who are doing
that does not think of it in the ternms of the regulations. Those
regul ations are getting penicillin to one group and not to the other
group. It is not about people in a crine ridden nei ghborhood bei ng
asked questi ons.

It is those conceptions that underlie nmuch of the
probl ens we heard today. You know, fundanentally not understanding
what is done. | think when you bring those up and when you
hi ghlight themin your report you bring new awareness to peopl e,

"Ch, that is what it is about,” rather than to just set a

regulation. | think that is going to have to be one of goals
because we hear again and again of people just not understandi ng.
Not bei ng bad guys but not understanding. | think it is terrible

sonme times but --

DR. CHI LDRESS: That point is well taken but it does
connect in wth the issue of making sure that when we nove to the
final draft of the report that, you know, we have captured it in
| anguage and so forth that will really awaken the consci ousness.

DR. FREEMAN. | would just like to add to what you said.
The reason | think some people do not understand or have not got it
i s because the incentives are such that they are against them One

of the -- again one of the incentives is that 800 pound gorilla. If
you have an 800 pound gorilla it sure is easy not to understand. |If
you think that is what it is going to -- what is the inplication.
And we have done that with -- a couple of tines, wthout nam ng

names, we will be neeting with one of these organizations in the
near future and precisely that is what our approach is going to be.
The very first thing we are going to say is, "Look, |
t hink much of the stuff that you are doing or that you are not doing
could be done in this very easy way," and see if, in fact, that sort
of renoves that barrier and they say, "Ch, okay, now | think we can
under stand sone of this research is not exenpt and needs to be
| ooked at."
M5. CHARO Based on what you are finding just in terns
of structures, | amfinding nyself wondering if another thing we can
try to draw out of this report would be the beginning of an answer
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to sonme of the questions that Alex was asking, | think, at the |ast
meeting | was reading in the transcript.

Al ex was junping up and down last tine as | understand
it about the fact that --

DR. CHI LDRESS: On the basis of the transcript?

M5. CHARO | can see himin the transcript junping up
and down about the fact that the President's Conm ssion had been
demandi ng i nformati on about the nunber of research subjects enrolled
and in what settings back in the early '80s and that today we still
cannot answer those questions.

Now woul d the data that you are devel opi ng that includes
information on things |ike do you have an IRB and wwth the | RB cones
record keeping, you are also incidently answering the question of
whet her or not you have structures in place that could, in fact, go
t hrough the records and answer sone of those questions that Alex is
asking. It is not going to tell us howto do it across the country
but it gets us started at |east on the federal governnment having an
account of that kind of data or being able to do things that wll
give a sanpling to get gross estimates of the nunber of people
enrolled in research and of what type and | evels of intrusiveness,
et cetera.

Do you think it is feasible to begin to draw sone
concl usions out of this about what it would take for the federal
governnment as a | eader to begin to answer sone of the demands for
information that were worries back in 19827

DR. FREEMAN. | amnot sure we will be able to answer
what it will take. M -- we asked sone questions that were asked in
February on the survey and found that they were not hel pful. Like

how much noney is spent on research and how nuch noney is spent on
your IRB. This kind of stuff. Some could give it to us easily and

others could not. W decided not -- if they could not give it to us
easily -- not to require themto spend a lot of tinme trying to give
us a nunber that probably, in fact, would be incorrect. It would be

sonmet hing that would be a fictional nunber. Maybe in the
nei ghbor hood but you know how it works when these very difficult
questions conme down. The reason was we did not want to add to their
bur den.

| would say one of the things we have found is that a
tremendous anount of the federal governnent is doing a trenendous
anount of research and when you think about it you want that to be
the case. You do not want the federal governnent to be doing
t hings, inplenenting policies and so on without sone enpirical base.

s that part of the problemabout this remaining X
percent ?

Then the question is what are you going to keep records
on? Is it going to be on everything that is exenpt? Currently, for
instance, | think NIH can do that because any tinme there is an
exenpt -- whether it is just one organization -- any time there is a
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possible -- a proposal that is possibly exenpt it goes to the
central office at NNH and they fill out a formso they can nmake sure
t hey get enough information and then the central office does an

anal ysis on which they can nmake a deci si on.

An | RB that does not do that for that kind of research
will not be able to keep the records.

M5. CHARO (Okay. Let ne rephrase it. Think about the
drama if you were to ask every one of these agencies that you have
been interview ng through paper and face-to-face tell us how many
peopl e have been enrolled in nonexenpt research in the |ast year and
then you found out how nmany agencies could actually answer that
guestion. | mean, could they actually answer that question?

| mean, that to ne is the kind of data that gives us
sonme insight into howrealistic it is to be able to get a handle on
what it will take to prevent people from ever being enrolled
i nappropriately. For an agency -- if an agency does not even have
the self-realization at the I evels of adm nistration as appropriate
of the scale of research going on because there is no kind of
centralized data we would be in the nost mnimalistic kind of
denographic data that they are unlikely to have a sense of whet her
or not there is an urgent problem or a nonurgent problem of
i npl enentation required by an agency that is self-inplenmenting.

So unless there is sone kind of awareness in the
adm ni stration, "Ch, you know, this is a big part of our portfolio."
This really deserves sone serious attention. You know it wll not
happen unl ess, of course, sonehow there was, in fact, a super agency
for human subjects that stood above all the secretaries that could
force that action but that is not the case right now So you depend
upon the secretaries |looking at their agencies and prioritizing
t asks.

Sonmehow -- maybe it is just, you know, very late in the
day and | want sonething to |ike wake me up but --

DR. CHILDRESS: It is called Coca-Col a.

M5. CHARO Yes. | feel like that there ought to be a
way to get at what is in here to get to stuff that is going to be
ever closer to sonething that has a policy inplication.

M5. KATZ: | think that one of the things that | have
seen in ny very prelimnary review of the data that was coll ected,
that struck nme in any event, is the continuing problemwth the
definition of research. You talk about the distinction between
t her apeuti ¢ and nont herapeutic and, you know, the sorts of things --
the sorts of difficulties that were being addressed this norning.
You know, you go back to the beginning and try to get people to
figure out whether or not the agency is doing research.

Now that is a fairly fundamental problemas | see it.
And | was sonmewhat stunned and | think that can be enphasi zed. That
is still a problemand it is a big problem |If an agency does not
understand that they are doing research then even if they have
structures in place they are not going to be effective. So, you
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know, | think that is something that really needs to be addressed
and that is a fairly --

DR. CASSELL: And their research nay be no good.

MS. KATZ: Pardon?

DR. CASSELL: And their research nay not only be
unet hi cal but no good.

DR. FREEMAN. Let ne just -- the difficulty is not --
actually we have a structure in place in order to do sone research
The question is, is this thing, this activity research or not. It

is difficult when you are doing internal programreview, internal
managenent, quality assurance, you have got small groups, you are
maki ng concl usi ons, you know, about groups. It is easy to extend
that or not. It is difficult sonetimes to know the difference. |
have trouble knowi ng the difference because | aminvolved in quality
assurance as wel .

That is where sone of the problens are going to be.

Ani mal research is -- you know, at |east you are dealing with the
ani mal s and nost organi zati ons, aside from having pets or eating
them it is research. So it is relatively a sharp demarcation. |If
you are doing -- you know, if you are in an organi zation that does
sone research and you have an animal and you are doi ng sonet hi ng
with that, that is research. It is easy to understand.

M5. CHARO But see now this is actually a very
productive |ine because in the course of your Phase Il in |ooking at
process, right, if what can energe fromthere is an understandi ng of
t he range of confusions that occur over whether what | amdoing is

research, as well as whether what | amdoing is exenpt. It is not
that | have the structure. | have the regs. | have inpl enented
them | knowthat if it is research it goes into this box and if it

goes into this box and then if it is called exenpt it goes into that
box but | do not understand how to apply the regs.

There are conclusions to be drawn there even about
education of agencies or about the redrafting of the regs, or about
the redrafting of the guidance. That often in terns of exanples but
there is sonething very useful to be pulled out fromthat. | would
be delighted the nore we can find that these kind of pressure points
in there and take advantage of them

DR. FREEMAN. In the neeting | ast Wednesday that Jimand
| went to we tal ked about sonething that |I think -- that | believe
we wll be looking at that. W have prelimnarily, and again it is
for the guidance of the conm ssion, sort of three major things that
the report needs to deal wth.

One is what is the direct inplication of the report,
directly out of the report? That is going to have to be again sone
of your stuff advising us on that. The second this is, is there
anyt hi ng about the Common Rule and all the other regulations
thenselves as witten? Are there limts to then? They do not deal
with communities. They do not deal with third parties being harned
by research. For instance, nmgjor things around genetics. So we
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al ready know that there are limts there. These are comng out in
our process surveys.

Then there is the issue of howto inplenent. What is
there? That includes how do you -- what are the structures that are
required? How to nmake it understandabl e, the regul atees.

DR. CHI LDRESS: Any |ast coments? | know a coupl e have
to | eave.

DR. FREEMAN. Jim | have got a question. | had not
realized that the October neeting was not going to be a full NBAC
meeting and that it would be devoted then to the subcommttees

before they make a presentation to the full NBAC. It would appear
then that the governnment survey report will not be finalized --
well, I amasking -- let nme ask, are you expecting it to be

finalized in October or the Decenber neeting and that at that tine
all of NBAC signs off on it and then it gets sent to the President?
s that our --

DR CHILDRESS: | -- sorry. It looks as though if we do
not do the Novenber one which conmes just prior to the Decenber one
anyhow that we will only have the Cctober 19th and then the Decenber
1st. So it |ooks as though that will be the best that we can do.

So | guess the question would be if we can nove the report, you
know, as pretty close to as final as we can in a nonth that woul d be
great but we just have to do that to be done.

DR. FREEMAN. It was just so that we --

DR. CHILDRESS: |If it cannot be done it cannot be done.

DR. FREEMAN. No, it --

DR. CHI LDRESS: W do have a |l ong gap between that 19th
of COctober and Decenber 1.

DR. FREEMAN. Actually, our Novenber neeting is going to
be a week before the Decenber neeting or sonething.

DR. CH LDRESS. Yes. It is not -- as Al ex pointed out
in the nmeno there are only three working days between the Novenber
nmeeting and the Decenber neeting which raised questions about
whet her we shoul d have both of them

DR. FREEMAN. Actually just to understand that it | ooks
like the -- we would still like to have a draft as nuch definitive
for the October neeting fromthe staff but there is going to be two
steps. The subcommttee will review it and then all of NBAC

DR. CHI LDRESS: Which m ght occur then at a subsequent
nmeeting but at the sanme neeting.

DR. FREEMAN. It al so can occur obviously as has
happened before over e-mail and everything el se before that Decenber
meeting so that the neeting is just a sign off.

DR CHI LDRESS:. Yes.

M5. KATZ: Are you talking about the final report as in
recommendations as well prior to the tinme that the subcommttee
really has a chance to consider the data and deci de what they want
to say?

DR. CHI LDRESS: Well, we have to see where we are on the
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19th. Now, we have to see where we are on the 19th.

DR. FREEMAN. | am assum ng that the recommendati ons
will come out of the 19th neeti ng.

M5. KATZ: WII cone out of the 19th neeting so that
they really will not be part of the report at that tine.

DR. CHI LDRESS: Right. But if there are things that you
think we are ready to reconmend obvi ously we would want you to offer
t he proposals regarding those as well and things have already
ener ged today about possible directions for recommendati ons.

Eric?

DR. CASSELL: | want to urge you to have a truly
narrative report because you have so nuch data that the danger is
that, you know, only sonme points of that data that you -- that the

generalized points do not get made. So that sonebody can pick that
up who never even | ooked at the data and read that and get a sense
of what really does happen in this country on research subjects.
mean, | amsure you are going to do that anyway but | urge you

DR. FREEMAN. That was the goal. OQur goal is to have a
50 page narrative and all the other stuff, tables can be in
appendi ces, but a 50 page narrati ve.

Now et me ask, if | may, the first two chapters, did
that acconplish -- that is what we tried to do. The reason | am
asking is if we did not do it then we need to know t hat because that
is what we tried to do.

DR. CHI LDRESS: One response mght be it may be at this
point, and | think it came out in coments, a little too conpressed.

DR CASSELL: Yes.

DR. CH LDRESS: In other words to say we may need to
sort of open it up a bit so that the inportant points really becone
salient. The discussion on research, for exanple, may need to be
unpacked a bit nore.

| do not know. Did others -- that would be just one
way. That is not to say that what is there is in any way
i nadequate. It is just to say that if we are going froma narrative

standpoint to nake these issues really central then --

DR. FREEMAN. To make sure | understand. Are you saying
that it is perhaps too dense and what we need to do is perhaps if we
are going to also try to limt it in pages is drop sonme stuff and
then add or expand on the nore inportant things?

DR CASSELL: Well, | do not think you can do that. |
do not think that is the problem The way it is now fromny reading
it, it is nore like a brief than it is like a narrative chapter.

M5. KATZ: Are you tal king about Chapter 2 or Chapter 17?

DR. CASSELL: Pardon nme?

M5. KATZ: Chapter 2 or Chapter 17?

DR. CASSELL: Chapter 1. And it is just that all people
are reading and that is the thing. You know, you can get caught up
inall the footnotes and the risks and all the stuff, and you have
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got --

M5. CHARO Actually --

DR. CASSELL: -- except nobody will read it.

M5. CHARO -- you know what anot her possible cut on
this m ght be, considering the audience, to elimnate fromthe main
body of the narrative alnost all of the discussion of the
met hodol ogy, which nowis in there, in which you discuss sone of the
difficulties in obtaining information and the variation in the
quality of the responses that were received and how that then drove
the structuring of your surveys and interviews.

Because what you want for the audience that is going to
read the narrative is going to be the punch Iine and the punch line
is federal agencies, you have 17 out of X nunber of federal agencies
t hat have adopted the Common Rul e on human subjects protection. And
25 percent of them-- | amjust throw ng nunbers out because there
are no nunbers in there. These are invented nunbers, all right.

Twenty-five percent of themeither do not know that the
rule applies to themor do not know how to apply the rule and in
either event certainly they do not have any personnel devoted to it.

Now on the fortunate side they also seemto be the
agencies that do not do a whole |lot of research. But on the
unfortunate side we do not have any way of accounting for what
research they are doing and whether or not there has been a problem

Seventy-five percent do have the rule.

You know, you go for the conclusions only in the
narrative and then put all the nethodol ogical issues that are really
things that you know intimately at the staff level but that are
really very valuable to sonmebody who wants to critique the
conclusions closely but not are valuable for the person who sinply
wants to get the take hone nessage.

DR. CASSELL: That is what | neant by being close to in
the narrative. You have got all this stuff and you have worked so
hard to get it and you are so close to it that that is what happens
toit.

| also think the issues that you bring up, which we find
to be valid, was that many of them do not know what research is.

M5. CHARO Right.

DR, CASSELL: | think it is inportant, really inportant,
because the community in this building never gives that a thought.
They were born and raised on it.

M5. KATZ: | think part of what can happen now when we
get areally close look at the data is to go back and, you know, put
sone of that in. As you said, you always wite your summary after
you have | ooked at everything. The introduction should, in essence,
be the last thing you wite.

DR CASSELL: Right.

MS. KATZ: Because you do not really know what you woul d
want to say until you look at the data. But | think that is an
excel | ent point.
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DR. CHI LDRESS: GCkay. Comm ssioners, subcommttee
menbers, staff, we thank you all very, very much for the trenendous
and, | know, indeed heroic --

DR. CASSELL: Really the effort in this and the anount
of work and the anmount you got out, you know, the chance of soneone
sayi ng before this how are you going to get all this, you are never
going to get all this stuff, you got it.

DR. CHI LDRESS: Before we break in just a nonent |
certainly would just like to invite -- there are several people | am
sure that have been interviewed and so forth -- if there are any
t houghts that any people in the audience have? This is a quick
chance for public cooment. |If there is any comment on the
di scussi on we have had. W have obviously ended on the decisionally
i npai red subjects, which was the major focus of our work today, but
if there is any comment on this that you would like to address to
the subcommttee we would be glad to hear anyone.

DR. FREEMAN. Jim | have the first one. There are
several people here who have participated and responded to us. They
have done a heck of a ot of work added to their usual job to reply
to NBAC. | think even in agencies that have -- we would
characterize in the Category 4 have been helpful to us and certainly
those that in the other categories. So they also deserve a |ot of
t hanks and | thank themall.

DR. CHI LDRESS: W join you in that.

Does anyone? Yes?

DR PRINCE: | would like to ditto what you have said
about the prisoners because we have maj or research going on by
psychiatrists in Gncinnati in the prisons and there is no
protection at all. They transport themfromthe prison to a
psychiatric hospital for the nentally ill and then keep themthere.
So it is awesone to nme and there is no where to go.

| do not bring this up or say this to be threatening, it
is nore to show you from M dwest Anerica, you know, what brought nme
here and | think what brought these other people here, and that is
that we have been faced with a governnment that is perfect at
controlling perceptions and offers no access to justice.

Before | left I had soneone cone up to ne and say, "You
know, we have Patriot neetings every Tuesday night. W have ten
groups neeting in Cncinnati of Patriot meetings. You should cone.
You shoul d cone. "

Well, on the other Tuesday night the group that | tried
to go to was the Baptist mnisters which are neeting with the Bl ack
Musl ims. They brought Louis Farakhan to Ci ncinnati |ast week. It
is aterrible dilenm.

What you do not have is the voice of the people. You do
not hear us. W cannot be listened to. | have gone to federal
court and it was in an orderly way wwth the help of the state, the
politicians, the business, the hospital, it was kept out of the
papers, | was never interviewed, and it went on for two years, and
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t he docunentation that | have and what they were doing is
astoundi ng. They were taking our blood out of us in the m ddle of
the night and they woul d put other blood back in.

So we need justice. W do not need -- we need to be
heard. W need a voi ce.

DR. CHI LDRESS: Thank you very nuch.

O her responses?

Vell, we thank all of you for your patience as nmuch as
anyt hi ng el se today.

(Wher eupon, the neeting was concluded at 5:11 p.m)

*x * * % %
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